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FOREWORD 


i iam volume of publications dealing with medical subjects and the num 
ber of journals carrying them have become so large that it is impossible 
for the busy physician to keep abreast of them unaided, even in the single 
field of internal medicine. The QUARTERLY Review oF MEpIcINE is designed 
to furnish such aid by bringing together in a single publication, as far as 
possible, brief abstracts of all important current articles bearing on internal 
medicine and allied specialties. including cardiology and gastroenterology. 


The articles are selected from a large number of national and state 
journals and from many of the more important foreign journals. The 
abstracts are prepared by workers of the Washington Institute of Medicine 
working in the Surgeon General’s Library and in other libraries in various 
medical centers. The abstracts are grouped under the following sections: 


1. Infectious Diseases &. Blood and Lymphatic Disorders and 
Chemotherapy of Infectious Diseases Diseases 
Diseases Caused by Animal Parasites 9%. Allergic Disorders and Diseases 
Respiratory Disorders and Diseases . Deficiency Diseases and Metabolic 
Cardiovascular Disorders and Dis- Disorders 
eases 11. Nervous and Muscular Disorders and 
Genitourinary, Disorders and Dis Diseases 
eases 12. Miscellaneous 

Gastrointestinal Disorders and Dis- 13. Book Reviews 

14 


eases Announcements 


The QuarTeRLy Review or Mepicine is designed to keep physicians 
informed as to current discoveries and advances in internal medicine with a 
minimum expenditure of time and effort, and to guide them quickly to the 
original sources if more detailed information is desired. 


Patt W. Croucn, M.D. 


Published quarterly in February, May, August and November. The 
annual cumulative subject and author index is bound in the November issue. 
Subscription rate: $11.00 per year: $28.00 for 3 years. 


WASHINGTON INSTITUTE OF MEDICINE 
Editorial and Administrative Advertising Department: 
Departments: 2000 Connecticut Ave.. N. W. 


1708 Mass. Ave., N. W. Suite 710 
Washington 6. D. C. Washington & D. C. 


Entered as second-class matter December 18. 1943. at the Post Office at Washington, D. C., under 
the Act of March 3, 1879. 
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1. Infectious Diseases 


Coronary Arteries in Acute Rheumatic Fever (Les coronaires du 
rhumatisme articulaire aizgu). J. du Brux, Paris, France. Presse méd. 
96:686-87, Sept. 29, 1948. 

Klinge has defined the progression of histologic changes in rheumatic 
disease in three main stages: fibrinoid degeneration of connective tissue; 
organization by histiocytes and monocytes: fibrosis. It has been the pur- 
pose of this investigation to correlate the lesions found in the coronary 
arteries of individuals succumbing to acute rheumatic fever with this con- 
cept and to examine the relationship of the lesions to the electrocardio- 
graphic findings. The data were obtained from 9 cases studied complete- 
ly. Fibrinoid degeneration was found in the connective tissue of the small- 
er coronaries, with homogenous appearance of the walls which stained in- 
tensely with eosin. This condition was associated in the smaller arteries 
with thrombosis of the lumen. The media likewise appeared disorganized 
and reticulated. Aschoff bodies were found around the smaller branches 
of coronary arteries in the usual manner. Frequently they were associated 
with thrombosis. About twelve months after the inception of the process 
fibrous scarring was seen to develop. The adventitia of vessels was thicken- 
ed greatly and merged with the surrounding connective tissue. The media 
was not altered greatly but the intima was hyperplastic, thick, fibrous, 
obliterating partly, or even completely, the lumen of the coronary. Oc- 
casionally there was a marked increase in the number of elastic lamellas 
which were deposited in an irregular manner. This change ordinarily was 
seen only in individuals over the age of 40 or 50 years but was observed 
here in children with rheumatic fever. Infarct-like lesions of the myo- 
cardium were found in 4 of the 9 cases: the remaining cases were not 
studied closely for these lesions. The prolonged electrical conduction time 
of the rheumatic myocardium may occasionally be due to these gross le- 
sions of extravasation of blood, myocardial necrosis, degeneration or scle- 
rosis. More commonly it must be associated with the marked narrowing 
of the arterial bed, insufficient blood supply and consequent myocardial 
damage from anoxemia. The similarity of the coronary and other ar- 
terial lesions of rheumatic fever emphasizes the possible relationship  be- 
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tween this disease and such conditions as periarteritis nodosa produced 
in the experimental animal but it must be remembered that fibrinoid de- 
generation, presumably the basis for the final pathologic picture en- 
countered in these conditions, is a rather nonspecific change, encountered 
under varied circumstances and not associated necessarily with only one 
set of conditions in the etiology of these disorders. The experimental! work 
of Cavelti, who reproduced the lesions of glomerulonephritis and endo- 
carditis in experimental animals by means of induced autoantibody anti- 
gen reactions, strongly suggests sensitivity of similar nature as ap etio- 
logic factor in many of these pathologie conditions. 24 references. 

(These conclusions are in harmony with the views of investigators 
in the country, who regard the lesions in rheumatic fever as manifesta- 
tions of an allergic reaction to hemolytic streptococci or their by-pro- 
ducts.—ED.) 


Complete Atrioventricular Block in Diphtheritic Myocarditis. Re- 
port of a Case with Serial Electrocardiographic Tracings. Franklin C. 
Massey (Capt., W.C., A.U.S.), Madigan General Hospital, Tacoma, Wash. 
Arch. Int. Med. 81:9-18, January 1948. 

Detailed electrocardiographic study was undertaken in a case of 
hypertoxic tonsillo-pharyngeal diphtheria in an attempt to observe the 
progress of heart block in this disease. Clinical and therapeutic aspects 
of the same case were discussed in J.A.M.A. 135:771, Nov. 22, 1917. 
The major electrocardiographic features developing during the course of 
the illness were: (1) intraventricular block; (2) complete atrioventricular 
block with a progressively decreasing ratio of ventricular to auricular con- 
tractions; (3) shifting of the cardiac axis to the right; (4) terminal in- 
creased intraventricular block; (5) progressive diminution of amplitude 
of QRS complexes; (6) appearance of what seemed to be interpolated 
premature auricular beats. Progressive involvement of the cardiac conduc- 
tion system and the myocardium by Corynebacterium diphtheriae infec- 
tion (toxin) was demonstrated by a relatively constant auricular rate (98 
per minute) while the ventricular rate decreased progressively (from 96 
to 26 per minute). Histopathologic examination revealed a diffuse myo- 
carditis, featured by epicardial and pericardial hemorrhage. A few areas 
of the wall of the left ventricle and in the periatrioventricular node region 
were invaded by inflammatory cells, so dense that abscess formation was 
simulated. Atrial pathologic alterations were less dramatic. Observations 
at autopsy indicated that in a general way the lesions produced by the 
disease were reflected directly in the serial electrocardiographic studies. 
The companion clinical report demonstrated that diphtheria was unre- 
sponsive to a daily dose of 2,400,000 units (2.4 Gm.) of streptomycin 
given for three and one-half days. Bacteriologic resistance was evident, 
as manifested by throat cultures which were repeatedly positive for C, 
diphtheriae during this time. 29 references. 2 tables. 7 figures.—Author’s 
abstract. 
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The Clinical Manifestations of the Severe Forms of Diphtheria. A. 
Murray Fisher and Sidney Cobb, Johns Hopkins University and Hospital, 
Baltimore, Md. Bull. Johns Hopkins Hosp. 83:297-325, October 1948. 

Diphtheria has markedly increased in the past few years. This rise 
lasted for about three years in Baltimore and the vicinity, reaching its 
peak in 1946; during the past year there has been a definite decline again. 
It is probable that the incidence will decrease for a few years, then rise 
again as new outbreaks occur. In view of the widespread nature of the 
lesions associated with this infection, it is not hard to understand the 
frequency with which the diagnosis of the primary condition is overlooked 
but if its possibility is kept in mind in cases of acute respiratory infee- 
tions and if the local lesions are observed and cultured carefully most 
cases will be recognized at an early stage. The great importance of im- 
mediate therapy with antitoxin is brought out in a striking manner by a 
consideration of the histories of the patients whose cases we have summariz- 
ed, as well as by those of many more which have come under observa- 
tion. The development of a severe form of the disease, with evidence of 
extensive myocardial damage and often death, seems more closely related 
to delay in diagnosis and treatment than to any other factor, though the 
difference in strains and in susceptibility of the host must of course play 
an important role. If the toxin is not neutralized in the early stages of 
the infection it is evidently taken up by certain cells and, following this, 
damage to the cells may progress in spite of the fact that antibodies are 
present in the blood stream, The data presented here also illustrate the 
fact that the clinical manifestations of the severe form of diphtheria may 
be extremely varied. The majority of these clinical findings may be cor- 
related with and explained on the basis of damage by the toxin to such 
organs as the heart, nervous system or adrenals. In addition, there may 
be serious respiratory complications resulting from the local membranous 
lesions. The cervical edema producing the bull-neck swelling has not been 
found to be caused by bacterial invasion and at autopsy no evidence of 
localized infection has been found in the involved tissues. It would seem 
that this reaction most likely is caused by local spread of the toxin. It 
is our hope that this report may stimulate further inquiry into such pro- 
blems as the adequacy of present immunization procedures. Studies are 
needed to determine the amount of antitoxin necessary to guarantee an 
excess in the blood as long as there is circulating toxin. Another interesting 
problem concerns the mechanism of the toxin’s intracellular action. The 
fact that damage to susceptible cells develops so slowly to the point of 
clinical recognition—and even more slowly to obvious pathologic changes 
suggests that the metabolism of the cells is altered by the diphtheria toxin 
in a subtle but progressive manner. These alterations in the metabolic 
processes at first do not interfere with the cell’s normal function to a 
detectable degree but, when fully developed and sufficiently widespread 
throughout the involved organ, functional deficiencies become apparent. 
The chief purpose of this report is an effort to make the medical pro- 
fession more alert toward the common occurrence of diphtheria in any 
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community and in all age groups, whether there is a history of previous 
immunization or not. Mild cases of the infection are often overlooked 
and may get well without specific therapy but in patients who have a 
more severe type of the disease any delay in treatment may result in a 
prolonged and complicated illness or in death. In those with the fulmina- 
ting or malignant form of diphtheria, the early administration of anti- 
toxin is an emergency measure; otherwise such cases progress rapidly to 
a fatal termination. 9 references. 1 table-—Author’s abstract. 

Laboratory Procedures in Diagnosis of Brucellosis. Albert G. Bower 
and Jack S$. Chudnoff, Los Angeles County Hospital and Los Angeles 
County Health Department, Los Angeles, Calif. California Med. 69:131- 
32, August 1948. 

Except for a positive culture of Brucella there is no single completely 
reliable and satisfactory diagnostic procedure. Culturing the organism 
rarely is accomptished Lecause of technical difficulties and slow growth. 
Less than 10 per cent of all cases of chronie brucellosis have an abrupt 
initial febrile onset of the classical description. When aliquot parts of 
the same patient's serum have been apportioned to fifteen different labora- 
tories it is common to secure fifteen different results, varving from nega- 
tive to positive in final dilutions as widely divergent as 1:40 to 1:1,200. 
There are many reasons for such variances, among which are unsuitable 
or spontaneously agglutinating antigens and the recently demonstrated pre- 
sence of blocking antibodies similar in mechanism to those described in 
Rh factor work by Race and Weiner. At present. neither bacteriologic 
antigens nor bacteriologic methods are standardized. It is suggested that 
if suitably located central testing laboratories were set up throughout the 
state with the cooperation of the various local health facilities and with 
the State Department of Public Health, these serious deficiencies might 
he corrected by: (1) using smooth-type subcultures less than forty-eight 
hours old for antigenic material: (2) testing at the same time against 
bovine, porcine and caprine strains; (3) uniformly standardizing bac- 
teriologie methods and materials. A positive agglutination test is not de- 
termined by any single numerical titration value, unless unusually high 
hut rather by progressively changing titers. Huddleston has reported 29 
per cent of negative agglutinations in 100 bacteriologically proved cases 
caused by Brucella abortus. Although not widely known, 90 per cent of 
service men vaccinated against cholera in the past war gave positive Brucel- 
la agglutinations in titers as high as 1:1,640. Similarly, 11 per cent of 
cases of tularemia may give false positive agglutinations with Brucella 
antigens. Complement fixation does not appear to be of value in diagnosis. 
Reliance on the skin test alone is no more justified than is the diagnosis 
of tuberculosis in the presence of a positive skin test. The opsono-phago- 
eytic index indicates merely the presence or absence of a measurable im- 
munity but gives no clue to active infection. Aside from obtaining a_posi- 
tive culture of the organism, the diagnosis of brucellosis is contingent 
upon: (1) evaluation of the epidemiologic data when available: (2) 
evaluation of clinical signs and symptoms; (3) laboratory procedures 
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comprehensive in scope, universally standardized, frequently repeated, 
technically dependable and considered both in relationship to each other 
and to the clinical picture. 13 references.—J. S. Chudnoff. 


Chronic Brucellosis. A Follow-Up Study of 133 Patients Treated with 
Oxidized Vaccine. Joseph Franklin Griggs, Claremont, Calif. California 
Med. 69:205-11, September 1948. 

A questionnaire was answered by 60 per cent of 222 patients who 
had been treated with Foshay’s oxidized Brucella vaccine. Average period 
of treatment was one and one-half years and average length of observation 
of these cases was more than four years. Improvement was reported by 
84 per cent. A study of the degree of improvement showed that only about 
14 per cent recovered completely, 28 per cent reported very good results, 
28 per cent good results and 13 per cent only fair results. Three patients 
reported that they were made worse by vaccine. The remainder (13.5 per 
cent) were unimproved; these had doubtful diagnoses. The patients were 
classified as to the degree of certainty of the diagnosis before treatment 
was begun. Vaccine therapy improved 93 per cent of 50 patients who had 
heen definitely diagnosed and who returned questionnaires. Of the 53 cases 
of probable chronic brucellosis 83 per cent reported improvement, while 
of 20 cases of possible chronic brucellosis only 55 per cent improved on 
vaceine therapy. Although success in treatment appears to be correlated 
to certainty of diagnosis, this does not imply that a therapeutic test is 
entirely reliable in diagnosis. About one-half of the patients manifested 
rather severe hypersensitization to Brucella at some stage of their course 
of vaccination. These reactions, resulting in tissue necrosis or near-necrosis, 
delayed absorption of vaccine and generalized exacerbations are to be se- 
dulously avoided during diagnosis and treatment if success is to be achiev- 
ed. Other unfavorable prognostic factors in chronic brucellosis are ad- 
vanced age, long duration of the illness beyond a few years, inaccessible 
brucellar foci and other complications. Self administration of the vaccine 
by intelligent patients proved quite feasible after the first few weeks or 
months of the physician’s instruction and demonstration. More than half 
of the patients demonstrated their independence of their physician during 
the war years and thus eliminated the possible factor of suggestion which 
is ordinarily difficult to assess accurately. The individual symptoms most 
responsive to therapy and the most persistent symptoms in spite of therapy 
are tabulated. Rheumatic symptoms and general languor are the ones most 
likely to be improved by vaccine. The diagnosis of brucellosis cannot 
be made or excluded on the basis of symptomatology. Therapeutic factors 
other than vaccine are studied but they do not appear to be of much im- 
portance in this series of patients, except to call attention to the importance 
of completeness in the diagnosis and treatment of chronic illnesses. Though 
the degree of relapse was relatively slight, the rate of relapse in the dif- 
ferent groups of patients in this study varied between 22 per cent and 
49 per cent but the questionnaire provides no method of determining a 
definitive study of relapse in chronic brucellosis. An examination of the 
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patients’ ability to remember the exact diagnoses which were given to 
them demonstrated that it is more difficult for the mind to maintain a 
small degree of doubt than it is to entertain either certainty or a large 


degree of doubt. The diagnosis of chronic brucellosis was rather well sup- 


ported by other physicians who saw about half of these patients. The 
author discusses the unusual difficulties in successfully treating a chronic 
intracellular granulomatous infection like brucellosis in any short period 
of time. Because of the limitations of any questionnaire survey, conclusions 
which may be made from these replies must be held as only tentative. 
This -tudy appears to support the view that chronie brucellosis is a compli- 
cated disease entity which is difficult to prove and which is worthy of 
careful treatment with hyposensitizing vaccine until a more effective agent 
is discovered. 160 references. 2 tables. futhor’s abstract. 


Unusual forms of Brucellosis (Formes inhabituelles des brucelloses). 
J. Picard, Arles, France. Presse méd. 56:5960-97, Aug. 28. 1948. 

Cantaloube has stated that liver involvement in that disease is com- 
mon but cardiae or renal manifestations are rare. Actually a rather large 
number of cases of established brucellosis with renal and cardiac involve- 
ment have been reported. Brucella endocarditis may occur as a primary 
illness or superimposed on inactive rheumatic valve lesions. Frequently 
the endocarditis is seen without any other organ involvement mani- 
fest clinically. It usually occurs in the first three months of the disease 
and usually changes the fever curve from the remittent or intermittent 
to the septic type. Some of these cases may heal in a few months but 
many end fatally with destruction of the valves and consequent decompen- 
sation. Myocardial involvement is rare and pericardial involvement seldom 
occurs. Though eardiae manifestations have been studied in detail little 
factual information is available on the nephritis seen in brucellosis. Since 
\rles is an important center of endemic brucellosis in France, hundreds 
of cases of brucellosis have been observed there and among them several 
with nephritis. One such instance is reported. A 35 year old laborer enter- 
ed the hospital with headaches. prostration and fever of several days du- 
ration. He was known to have attended animals carrying Brucella infee- 
tion. Aside from a slight ieterus the physical examination showed only 
prostration but no localizing findings. The urine was negative: all sero- 
logic reactions were negative except for the Brucella agglutination test 
which showed a titer of 1:1,600. Subsequently the fever curve assumed 
an undulating character and the disease ran a slow. downhill course. The 
patient became edematous and had massive proteinuria and slowly rising 
blood urea. No Brucella or acid-fast organisms could be found in the 
urine by culture or animal inoculation. With increasing retention of nitro- 
gen waste products, proteinuria, uremia and massive edema, the patient 
succumbed to pulmonary edema. In this case there was evidence that neph- 
ritis did not exist prior to the brucellosis in view of a number of negative 
urine examinations and normal blood urea determinations. It was concluded 
that the nephritis was intimately related to the Brucella infection, represent- 
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ing either the direct effect of the microorganism or some indirect effect, per- 
haps relating to the development of sensitivity. It is suggested that, especial- 
ly in endemic areas, brucellosis be considered in the differential diagnosis 
of hepatitis, endocarditis and nephrosis or nephritis. 11 references. 


Infectious Mononucleosis and Infectious Hepatitis. Studies Bearing 
on Certain Resemblances and Differences. J. Edward Bere, Harry Shay 
and Joseph A. Ritter, Temple University School of Medicine and the 
Graduate Hospital of the University of Pennsylvania, Philadelphia, Pa. 
Gastroenterology 11:658-71, November 1948. 

Serial studies of heterophil antibody behavior, flocculation tests and 
certain hepatic function tests were made in 35 cases of infectious hepatitis 
and 12 acute cases of infectious mononucleosis and results compared. A 
high heterophil antibody titer indicates mononucleosis rather than hepa- 
titis but the converse is not necessarily true. Because of possible delay in 
development of maximum heterophil antibody titer in infectious mono- 
nucleosis, serial studies for a number of weeks are necessary before de- 
ciding that there is no increase of sheep cell agglutinins but a number of 
seronegative patients will remain who appear clinically to have mononu- 
cleosis. The reported incidence of seronegative cases varies from 0 to 57 
per cent. 26 per cent of cases with negative agglutination tests having been 
reported in one series even with the use of confirmatory absorption studies. 
Heterophil antibody titer rarely was increased significantly in infectious 
hepatitis in this series but was highly positive in infectious mononucleosis. 
Serum agglutinin of cases of infectious hepatitis differed from that of 
infectious mononucleosis in being uniformly completely absorbed by both 
guinea pig kidney and beef erythrocytes. Serum flocculation tests had a 
decided tendency to be positive early and remain so for long periods in 
both diseases. Accepted liver function tests measured by the ratio of es- 
terified to total cholesterol were abnormal much less frequently in’ in- 
fectious hepatitis. Sulfobromophthalein excretion was abnormal only oe- 
casionally in infectious mononucleosis. It is suggested that the floccula- 
tion phenomena in mononucleosis, even more than in hepatitis, are as- 
sociated primarily with changes in serum proteins and perhaps lipids. 
They seem related to liver changes in the disease only insofar as they 
contribute to these changes. Increased activity of serum alkaline phospha- 
tase was found during the first month in most cases of both infectious 
hepatitis and infectious mononucleosis in spite of the fact that jaundice 
was present in all cases of hepatitis and rarely in mononucleosis. There- 
fore the mechanisms responsible for increased serum alkaline phosphatase 
are not necessarily identical in these diseases. Marked elevation of serum 
alkaline phosphatase occasionally occurred in mononucleosis patients who 
were not jaundiced. White blood cells have been proved to contain alkaline 
phosphatase and increased phosphatase activity occurs in lymphomatoid 
disease. This may account for the phosphatase activity seen in mononu- 
cleosis. 46 references. 7 tables. 2 figures. 
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(Recent studies, both clinical and anatomic have showed that hepati- 
tis frequently occurs, if not usually, in outspoken cases of infectious mono- 
nucleosis though clinical jaundice is relatively rare. In such cases im- 
paired liver function ordinarily can be demonstrated by one or more of 
the usual tests. The authors’ observation that the characteristic heterophil 
antibodies do not appear in infectious hepatitis is in harmony with the 
experience of most previous investigators.—ED. ) 


Canicola Fever. A Case Report. Alexander A. Doerner and Thomas 
Hernandez, U. 8. Marine Hospital, New Orleans, La. Mil. Surgeon 103: 
368-71, November 1948. 

The authors report a case of Canicola fever, successfully treated, 
proved by a rising agglutination titer for Leptospira canicola during the 
course of the disease. The dog is the only proved vector and, as the disease 
is transmitted by contact with urine from an infected animal, isolation of 
such animals is important. The incubation period of the disease in man 


is thought to be one or two weeks, and the clinical picture generally re- 


sembles mild Weil’s disease, caused by Leptospira icterohaemorrhagae, a 
closely related organism. Three stages are described: (1) septicemic with 
101 to 104 F. fever, malaise, chills, anorexia, myalgia and conjunctival 
injection; (2) hepatic or icteric stage, starting on the fifth or sixth day, 
usually with a tender and at times palpable liver, evidences of diffuse 
hepatocellular damage and jaundice in half of the cases; (3) nephritic 
stage, which is usually mild with albuminuria as the only sign. Less fre- 
quent manifestations include meningitic signs and symptoms, cardiac in- 
volvement and hemorrhagic phenomena. The duration of the disease is 
variable and relapses occur. The commonest abnormal laboratory findings 
are leukocytosis with shift to the left, mild anemia, elevated serum biliru- 
bin, albuminuria and spinal fluid pleocytosis. Diagnosis may be made 
by finding the etiologic spirochetes by darkfield study of the blood during 
the first week, of the urine after the first week or, sometimes, the spinal fluid. 
Inoculation of these fluids into suitable culture media, guinea pigs or 
hamsters may also lead to the isolation of the organism. The most valuable 
test is the agglutination-lysis test of Schiiffner, as false-positive titers are 
rare, and antibodies appear about the tenth to fourteenth day and remain 
elevated for two or three years. Penicillin, diet of the sort used in the 
treatment of infectious hepatitis and symptomatic measures are recom- 
mended. Canicola fever should be suspected in a patient who presents the 
following: (1) disease of sudden onset associated with chills, fever, con- 
junctival injection, muscle pain and tenderness; (2) palpable, tender liver; 
(3) albuminuria, anemia and leukocytosis: (4) jaundice (50 per cent); 
(5) history of exposure to a sick dog. 6 references.—Author’s abstract. 
(Though spirochetes can be demonstrated at times in the blood(early) 
and in the urinary sediment (by examination in a darkfield) they are 
often sparse and the procedure is too uncertain and laborious to be a 
practical clinical routine. Inoculation of a guinea pig is preferable.—tp.) 
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2. Chemotherapy of Infectious Diseases 


Streptomycin and Newer Antibiotics in the Treatment of Infections 
Other than Tuberculosis. Wallace E. Herrell, Mayo Clinic, Rochester, 
Minn. Minnesota Med. 31:1314-17, December 1948. 

Streptomycin has been proved to be clinically valuable in a com- 
paratively limited number of infections, being especially useful in the 
treatment of urinary tract infections and bacteremia caused by gram-nega- 
live and some gram-positive microorganisms. Excellent results have also 
heen obtained by its use in pneumonia and meningitis caused by Fried- 
lander’s bacillus, in tularemia and in bubonie plague. The Hemophilus 
influenzae is especially sensitive to the drug but streptomycin should be 
combined with sulfadiazine in the treatment of severe influenzal meningitis 
and sometimes also with serum therapy. Some have objected to its in- 
trathecal use but the authors have used it successfully every other day in 
doses of 100 mg. per 10 ec. of physiologic saline solution during the 
first few days of influenzal meningitis. Excellent results have been ob- 
tained in the experimental use of streptomycin against whooping cough 
and in 2 severe cases of human beings. Its further use in this disease should 
be investigated. Streptomycin alone was not curative against brucellosis 
but a combination of streptomycin 2.4 Gm. daily and enough sulfadiazine 
to establish a blood concentration of 10 to 12 mg. per 100 ce. continued 
for twelve to fourteen days was quite effective in uncomplicated bacillary 
brucellosis but not in the chronic form without positive blood cultures. 
Streptomycin has been lifesaving in infections caused by some varieties of 
Staphylococcus aureus and by some penicillin resistant streptococci, Ob- 
servations of the clinical use of streptomycin have indicated that it is 
frequently used in treating “temperature charts” rather than microbes. Phy- 
sicians using this antibiotic must be familiar with the streptomycin sensi- 
tive organisms and have bacteriologic assistance. Some other newer anti- 
hioties being investigated are bacitracin, chloromycetin, polymixin and 
aerosporin. The first is elaborated by a strain of Bacillus subtilis and is 
generally effective against penicillin sensitive organisms but has not been 
widely used. It has been chiefly administered clinically in the local treat- 
ment of infections as an ointment containing 500 units per gram and an 
aqueous solution containing 500 units per cubic centimeter, It has not yet 
heen considered safe for more than occasional systemic use because of its 
nephrotoxic effect. Recommended dosage is 20,000 units by intramuscular 
injection four times daily but it sould be used cautiously. Chloromycetin 
is obtained from a strain of Streptomyces and administered orally. To 
date, it has been chiefly effective clinically against murine, scrub and 
epidemic typhus. Recommended dosage is 10 to 15 mg. per kilogram of 
hody weight. Convalescence commences in a few days. It may also be given 
intravenously. No serious toxic effects have been reported to follow its 
use. Polymixin is elaborated by Bacillus polymyxia. It has been clinically 
effective against streptomycin-resistant gram-negative organisms but has 
been insufficiently used to warrant final conclusions of its value. 











88 QUARTERLY REVIEW OF MEDICINE 





It appears promising. Aerosporin is closely related to or identical to poly- 
mixin. It is elaborated by Bacillus aerosporus and is effective against 


Salmonella typhosa. Hemophilus pertussis, Escherichia coli and many 
other gram-negative organisms. An important practical point is that it 
has been found most difficult to induce bacterial resistance to aerosporin. 
14 reterences. 


“Aureomycin” A New Orally Effective Antibiotic. Clinical Trial in 
Rocky Mountain Spotted Fever, Results of Susceptibility Tests and Blood 
\ssays Using a Turbidimetric Method. George T. Harrell, Manson Meads 
and Kingsley Stevens, Bowman Gray School of Medicine of Wake Forest 
College and the North Carolina Baptist Hospital, Winston-Salem. N. C. 
South. M. J. 42:4-12, January 1949. 

On oral administration aureomycin is absorbed from the intestinal 
tract, passes into the cerebrospinal fluid and is exereted slowly through 
the kidney. It seems to be relatively nontoxic whether administered orally 
or parenterally. The diseases which have been effectively treated are en- 
demic typhus, rickettsial pox, Q fever and Rocky Mountain spotted fever. 
The drug was used in 3 unselected, consecutive cases of Rocky Mountain 
spotted fever; intensive supportive therapy also was given. All recovered. 
For this disease the parenteral dose of aureomycin should probably be 
about 5 to 10 mg. per kilogram per day (1 patient, an 8 year old child, 
received 40 mg. every six hours, intramuscularly, for about seven days). 
Orally the daily dose appears to be 50 to 100 mg. per kilogram (3 to 
6 Gm. daily for an adult) every four to six hours. These patients should 
receive aureomycin for two to three days after the temperature reaches 
normal since the drug evidently acts by reducing the number of organisms 
in the body to a point where a low degree of immunity is clinically ef- 
fective. The low toxicity makes the institution of therapy safe on suspicion 
of rickettsial spotted fever. Since aureomycin quickly loses activity if in 
solution at physiologic pH and temperature ranges, this characteristic must 
be taken into consideration when laboratory tests of the susceptibility of 
bacteria and levels of activity in body fluids are interpreted. The fact 
that the drug is usually buffered on the acid side makes parenteral in- 
jections somewhat painful but the addition of procaine to the solution re- 
duces discomfort. Aureomycin is bacteriostatic in low concentrations and 
bacteriocidal in high concentrations. The mechanism of action is similar 
to that of penicillin. Since the submission of this paper 26 other cases 
of Rocky Mountain spotted fever have been treated with streptomycin, a 
favorable response being obtained in 25 cases. 9 references. 1 table. 4 
figures. 


First Effective Weapon Against Q Fever, Typhus and Spotted Fever is 
Aureomycin. It May Become Best Drug of Decade. Charles W. Stearns. Se. 
Illust. 3:26-28, October 1948. 

Aureomycin (Duomycin, Lederle) was discovered a little over a year 
ago by B. M. Duggar. It is from a mold belonging to the streptomyces 
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family and obtained from ordinary soil. The mold was named Streptomyces 
aureofaciens because of its golden color. Laboratory experiments showed 
that aureomycin was comparitively nontoxic and no untoward effects were 
produced by much larger doses than necessary to kill bacteria. It seemed 
several times more powerful than penicillin and had a wider range than 
either penicillin or streptomycin, attacking both gram-positive and gram- 
negative organisms. It was next tried against rickettsial and virus infec- 
tions and cured Rocky Mountain spotted fever, scrub typhus and Q fever 
in infected eggs, mice and guinea pigs. Some animals became immune 
without being sick with the disease. It was successful against the viruses 
causing lymphogranuloma venereum, psittacosis and trachoma, much more 
so than against any of the other thirty-seven known viruses. It is therefore 
possible that its antivirus effect may be limited to these three diseases. 
Phenosulfazole is a more effective antivirus drug. The use of aureomycin 
on human patients has just begun so that its final status remains uncertain 
but it offers great promise. Diseases recently reported as having been suc- 
cessfully treated with aureomycin are lymphogranuloma venereum; gonor- 
rhea; pneumococcic pneumonia; urinary tract infections; typhoid fever; 
undulant fever; eye infections from the Staphylococcus, pneumococcus, 
and Hemophilus influenzae; Rocky Mountain spotted fever and Q fever. 
Lymphogranuloma venereum had been treated with some success by other 
drugs. especially streptomycin, but it has been consistently cured by aureo- 
mycin which has now been reported by L. T. Wright and associates of the 
Harlem Hospital of New York as the preferred treatment for all cases 
of that disease. The efficacy of aureomycin against Q fever and Rocky 
Mountain spotted fever is particularly important as both these diseases 
have been increasing. The full effect of aureomycin is not yet known but, 
while not a perfect drug, its efficacy against the rickettsial diseases marks 
the beginning of a new medical era. | figure. 

fureomycin has recently been reported as having promptly cured 
29 cases of undulant fever when given orally in doses of 10 to 60 mg. 
per kilogram of body weight. It is now available commercially.—R. 
Hayden.) 

(The effectiveness of aureomycin and chloromycetin in the treatment 
of infections caused by rickettsiae and by viruses of the psittacosis group 
is of great theoretic interest in that it is the first instance in which a 
therapeutic agent of this type has been able to penetrate the barrier of the 
cell membrane and eradicate a pathogenic organism ensconced within the 
cell. Neither the antibodies present in immune serums nor the sulfonamides 
nor other antibiotics hitherto available have been able to do this (except 
to a limited extent of lymphogranuloma venereum). Even if these particu- 
lar drugs prove ineffective in infections with viruses of other types, these 
observations prove that the cell membrane is not necessarily impervious 
to other possibly more effective or more appropriate agents.—ED. ) 
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The Treatment of Rocky Mountain Spotted Fever with Chloromycetin. 
Vaurice C. Pincoffs, Ernest G. Guy, Leonard M. Lister, Theodore E. W ood- 
ward, Baltimore, Md. and Joseph E. Smadel, Washington, D.C. Amn. Int. 
Med. 29:656-63 October 1948. 

Chloromycetin was originally prepared from liquid cultures of a 
streptomyces. It is a crystalline substance which is comparatively insoluble 
in water but readily absorbed from the gastrointestinal tract. It has a 
bitter taste but is well taken orally. Its serum levels are the same after 
oral or parenteral administration. It apparently has a low toxicity but 
has been used only for short periods up to eight or ten days so that it 
is not yet known whether its long continued use in human beings would 
produce toxic symptoms. Laboratory studies showed the drug to be effec- 
tive in rickettsial infections. Its use in human beings showed it to be cura- 
tive in serub and epidemic typhus fever and to have a specific therapeutic 
effect in typhoid fever. Results of the treatment of 15 cases of Rocky 
Mountain spotted fever with chloromycetin are reported. The clinical diag- 
nosis in each of these cases was checked by animal inoculation, agglutina- 
tion of OX19, or complement fixation. In this series, 6 cases gave positive 
reactions by all three tests, 8 were positive by two tests and 1 by only 
one test. The drug was supplied in 0.25 Gm. tablets which were administer- 
ed orally to both adults and children. The dosage used was empirical and 
based upon effective doses in scrub-typhus fever. The first dose was 50 


mg. per kilogram of body weight in the first 2 cases and 75 mg. per 


kilogram in the remainder except 1 case where it was necessary to use 
gavage. That patient received an initial dose of 128 mg. per kilogram. 
The initial dose was given in two or three parts at one hour intervals. 
Doses thereafter were 0.25 Gm. every three hours for children under 16 
vears of age and 0.5 Gm. for adults. Administration of the drug was 
continued four days after the temperature became normal in 4 cases and 
was stopped twenty-four hours after the temperature became normal in the 
remainder. No secondary temperature rise occurred. Definite improve- 
ment developed in all patients on the second day of treatment with abate- 
ment of headache, mental dullness, eruption, ete. Most cases were definitely 
convalescent the third day. The drug was especially effective on the febrile 
course of the disease. Temperature dropped to normal within seventy-six 
hours of beginning chloromyecetin therapy in each case regardless of height 
of fever or patient’s age. Average duration of fever after commencing 
treatment was 2.2 days. Guinea pig inoculations indicated that rickettsie- 
mia rapidly disappeared after the treatment was commenced but more 
work in a larger series of cases is necessary for confirmation. Chloromy- 
cetin apparently does not change the usual course of development of im- 
mune bodies. Convalescence was normal in all cases. There was no evidence 
of drug toxicity. The vomiting which followed the first or second dose in 
a few cases did not persist and was believed of either psychic origin or 
caused by the bitter taste. A series of 46 control cases showed that the 
average duration of fever in this disease is thirteen to twenty-one days. 
There were no deaths in this series. Results in these cases indicate that 
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chloromycetin is as effective against Rocky Mountain spotted fever as 
against scrub and epidemic typhus. It is not yet known whether it is equal- 
ly effective against murine typhus, Q fever and other rickettsial diseases. 
Further studies are necessary to determine proper dosage of the drug and 
the number of days it should be given. 7 references. 2 figures. 


Para-Aminobenzoic Acid in Treatment of Rocky Mountain Spotted 
Fever. L. E. Fraser, Herman Rosenblum and Jacob A. Danciger, University 
of Tennessee College of Medicine, Memphis, Tenn. Am. J. Dis. Child. 
75:493-504, April 1948. 

This discussion of para-aminobenzoic acid covers administration of 
the drug, possible complications, determination of adequate doses and 
optimum blood levels, minimal period of treatment necessary for the pre- 
vention of recurrence and the latest point in the disease at which the drug 
may be effective. In the 6 cases reported in detail, the diagnosis of Rocky 
Mountain spotted fever was justified on the basis of histories, clinical 
pictures and available laboratory findings. Four of these children received 
the drug and in 3 the temperature became normal more rapidly than was 
to be expected and the symptoms disappeared in a shorter time than in 
the untreated children. Of the 4 treated children 1 died on the eleventh 
hospital day. This child had been ill for eleven days prior to admission 
and had received sulfonamide therapy for the last two days. Forty-eight 
hours after admission para-aminobenzoic acid was started and an improve- 
ment was noted for the first day. An intramuscular injection of human 
immune globulin (10 ec.) was felt to be excessive and responsible for 
the high temperature and state of shock which subsequently developed. 
The acidosis which occurred was evidently accentuated by an excessive 
blood level of para-aminobenzoic acid. A recommendation was made that 
para-aminobenzoic acid be given in chilled 5 per cent sodium bicarbonate 
solution in order to decrease gastric irritation and vomiting by this partial 
alkalinization, but orange, grapefruit or tomato juice was more palatable 
to the children and seemed to be as effective in reducing gastritis and 
vomiting. However, the consequent reduction in the amount of alkali may 
have been a factor in the development of acidosis in some of the more 
recently treated children. Blood levels ranging from 30 to 60 mg. per 
100 cc. were desired and doses were given accordingly. The immediate 
dose in all cases was 4 Gm., subsequent doses being appropriately adjusted. 
Conclusive evidence regarding adequate or optimum dose cannot be ob- 
tained from this small a series of cases but higher blood levels appear to 
be significantly more beneficial if acidosis can be prevented and this ex- 
perience suggests that an adequate blood level may be maintained only if 
the drug is given at frequent intervals (two to three hours). A transient 
leukopenia, which disappeared when the drug was discontinued, was noted 
in 2 cases. Para-aminobenzoic acid is not considered to be of low toxicity 
and during its administration an adequate amount of base must be given 
and the blood levels, urinary findings and of carbon dioxide-combining 
power must be carefully followed. The identification and cause of a re- 
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ducing substance found in the urine of 2 children during therapy is now 
being investigated. 16 references. | table. 1 figure. 

(Recent studies indicate that both chloromycetin and aureomycin are 
more effective in the treatment of rickettsial infections than para-amino- 
Lenzoic acid and they are much less toxic.—€D. ) 


Streptomycin Treatment of Pulmonary Tuberculosis. 4 Wedical Re- 
search Council Investigation. Brit. M. J. 4582:769-82. Oct. 30. 1948. 

This study. the first of its kind was intended to determine definitely 
whether or not streptomycin was of value in the treatment of pulmonary 
tuberculosis. Neither the types of tuberculosis in which <treptomycin was 
effective, optimal dosage nor duration and method of treatment was in- 


vestigated. It was essential to have patients with a similar type of disease 


and unsuitable for collapse or other therapy except bedrest but capable 
of improvement by effective chemotherapy. A group of 107 such patients 
with acute progressive bilateral pulmonary tuberculosis was given a six 
months clinical trial of streptomycin. Of these patients, 52 were treated by 
bedrest alone and 53 by bedrest and streptomycin. Patients in the bedrest 
group were treated in the same way as similar patients had been treated pre- 
viously. Those in the streptomycin group received 2 Gm. streptomycin 
daily in four intramuscular injections at six hour intervals. The two groups 
of patients were separated and neither knew that they were being studied. 
Details of the clinical trial were kept strictly confidential. These patients 
were unsuitable for collapse therapy when the treatment started but it was 
agreed beforehand that this should be given if indicated. Collapse treat- 
ment was therefore given to 11 patients in the control group from the 
third to the sixth month and to 1] streptomyein treated cases during the 
fifth or sixth months. It was not necessary to stop streptomycin because 
of toxic effects but vestibular symptoms were common. Radiologic pie- 
tures were taken before and at monthly intervals during treatment. The 
radiographs were viewed and changes assessed at two month intervals and 
at the end of treatment by radiologists working independently and not 
knowing to which group the patients in question belonged. Marked radio- 
graphic changes in the course of the disease in the two groups were evident 
from the first. At the end of six months, 51 per cent of streptomycin-treated 
eases showed considerable radiologic improvement by comparison with 
their admission radiographs but only 8 per cent of control cases improved 
and 2 of these only after collapse therapy. Greatest improvement occurred 
in those having extensive involvement but with neither multiple nor large 
cavities. About one-third of the cases having gross cavitation also showed 
considerable improvement (chiefly by resolution of recent infiltrative 
spread) some cases becoming suitable for collapse treatment. Streptomycin 
alone did not close large cavities. Streptomycin-treated cases showed most 
improvement during the first three months, many cases deteriorating after 
that time. None of the streptomycin-treated cases were clinically cured 
and only 15 per cent were bacteriologically negative at the end of six 
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months. Sputum examinations for tubercle bacilli were negative in 8 strep- 
tomyein and 2 control cases after six months. At the end of one year, 
56 per cent of streptomycin-treated cases had improved, 7 per cent were 
unchanged, 15 per cent had deteriorated and 22 per cent had died. Of 
the control cases, 31 per cent were improved, 10 per cent unchanged, 13 
per cent had deteriorated and 46 per cent had died. Therapeutically, re- 
sults obtained with streptomycin seemed related to the degree of drug re- 
sistance developed. This indicates that the development of streptomycin- 
resistant strains of tuberele bacilli is an important factor for consideration 
when streptomycin therapy is contemplated for the disease. This and the 
toxie vestibular effects of the drug show that care must be used in employ- 
ing streptomycin in the treatment of pulmonary tuberculosis, especially 
in cases susceptible to improvement under other treatment. Streptomycin 
should not be used in old cases or those of a pathologic type unlikely to 
improve by any chemotherapy. Results obtained in this study indicate that 
streptomycin is probably most valuable in acute, recently developed cases 
such as acute contralateral spread after artificial pneumothorax or thora- 
coplasty. It is possible that it may be most effectively used in preparing 
rapidly advancing pulmonary tuberculosis cases for collapse therapy. It 
is probably of little use in treatment of the usual chronic fibrocaseous 
varieties of the disease. Considerable further investigation is necessary 
to determine definitely indications and optimal dosage of streptomycin in 
pulmonary tuberculosis. 8 references. 13 tables. 20 figures. 6 charts. 
(These observations are in general in harmony with those reported 


by the American group, particularly with regard to the type of patients 
most likely to be benefited by streptomycin and to the relatively rapid 
development of resistance to the drug. \J.A.M.A. 138:584-93, Oct. 23, 
1948. |—ep. ) 


Miliary Tuberculosis. Response to Streptomycin. Philip B. Johnson 
and Robert S. Sitkin, Louisiana State University School of Medicine and 
Charity Hospital of Louisiana, New Orleans, La. South. M. J. 41:678-81, 
Augu-t 1918. 

\ case of acute miliary tuberculosis is reported because of two points 
of special interest: (1) favorable response to streptomycin although treat- 
ment was not begun until almost five months after onset of the acute ill- 
ness: (2) radical excision of a mass of tuberculous axillary lymph nodes 
without incident during the course of therapy. The patient was a 26 year 
old Negro female in whom high irregular fever began two weeks post- 
partum and continued unabated until streptomycin was given. The correct 
diagnosis. long delayed because of incomplete past and family histories 
and the mistaken impression that a mass lateral to the right breast  re- 
presented aberrant lactating mammary tissue, was finally established by 
aspiration biopsy of the mass. Two grams of streptomycin was given daily 
for two months: response was almost immediate, temperature remained 
normal after eighteen days and the patient was apparently well ten months 
after cessation of therapy. The mass of caseous nodes was removed by 
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wide excision on the twenty-fourth day of treatment: the wound healed 
promptly by primary intention. The authors suggest that it may now be 
feasible and desirable to certain cases to excise accessible tuberculous 
lymph nodes radically, the danger of dissemination of tubercle bacilli 
and of sinus formation being minimized by the concomitant use of strep- 
tomvein. 3 figures.— Author's abstract. 


The Effect of Streptomycin, Local and Systemic, on Contaminated 
Sutured Wounds. Charles kh. Kirby. James A. Dull, Harold E. Fulton. 
Edward B. Price and Harold A. Zintel, School of Vedicine, University of 
Pennsylvania, Philadelphia, Pa. Surgery 24:047-52, October 1948. 

Experiments have been done in dogs to determine the effectiveness 
of streptomycin in controlling local and invasive traumatic wound — in- 
fection. In the control animals the inoculation of wounds with mixed or- 
ganisms resulted in infection in 100 per cent with 55 per cent mortality. 
In the experimental animals streptomycin was used in three ways: (1) 
local application in an ointment base at the time of inoculation with the 
organisms; (2) local application eight hours after inoculation with the 
organisms; (3) intramuscular injection every six hours, without local ap- 
plication, for six days after inoculation with the organisms. Streptomycin 
applied locally or parenterally was effective in controlling both local and 
invasive infection. 1] references. 2 tables.—Author’s abstract. 


Streptomycin in Bubonie Plague. Ch. Haddad and A. Valero, Pales- 
tine. Brit. M. J. 4560:1026-27, May 29, 1948. 

Three cases of severe bubonic plague are reported which failed to 
respond to sulfonamides but recovered promptly with streptomycin treat- 
ment. These patients were seriously ill when admitted to hospital. The 
first case had received 400,000 units of penicillin daily for two days 
before admission and was given sulfapyridine 1 Gm. intravenously every 
four hours after admission. The second case received sulfathiazole 3 Gm. 
daily for six days before admission and sulfadiazine 4 Gm. daily after 
admission. The third case received sulfathiazole and penicillin for two 
days before admission and sodium sulfathiazole 1 Gm. intravenously every 
four hours after admission. All 3 patients rapidly grew much worse and 
were given streptomycin, the first and second case receiving 200 mg. every 
three hours and the third case 300 mg. every three hours. The first patient 
was so much improved the next day that streptomycin was stopped. The 
temperature rose again the following day and another 2 Gm. of strepto- 
mycin was given. Recovery was uneventful. The second case received strep- 
tomvein for eleven days and the third case received it for six days. Both 
patients recovered. The buboes were unaffected by the streptomycin, 
requiring incision and drainage. A fourth severe case who was not given 
streptomycin died the eighth day. 4 references. 


2 cases 


- 


Streptomycin in Human Plague Compared with Other Treatments. P. 
V. Karamchandani and K. Sundar Rao, Madras, India. Lancet 1|:96-97, 
Jan. 15, 1949. 
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Analysis of the 206 cases of plague in the Anantapur District showed 
85 per cent to he of the bubonic type: 8 per cent, septicemic ; 1 per cent, 


cellulocutaneous: 3 cases, intestinal; 2 cases, pneumonic: | case of cere- 
bral type. One hundred and twenty patients were inoculated and the mor- 
tality here was 27.5 per cent; in the remaining 86 it was 32.5 per cent. 
Investigation of the cases indicated that immunity does not develop for 
a week or so after inoculation. The total mortality in this series was 29.5 
per cent, 13.8 per cent being moribund on admission. The majority of 
deaths occurred on the third, fourth and fifth days of fever: thus the 
prognosis was good if the patient survived the fifth day. Sulfadiazine 
was found to be superior to sulfathiazole. On admission the patient was 
given a mixture consisting of 10 ml. of 25 per cent sodium sulfadiazine, 
10 ml. of 25 per cent glucose and 300 mg. of Celin in 40 ml. of distilled 
water administered intravenously. Immediately thereafter 2 Gm. of oral 
sulfadiazine were given. Subsequently | Gm. of sulfadiazine was given every 
four hours until the temperature fell to 100 F., then every eight hours 
until the temperature reached normal. Supplemental therapy consisted. of 
vitamin B, (10 mg. twice daily) and nicotinic acid (75 mg. three times 
daily). If the therapy was successful, the toxemia disappeared within forty- 
eight hours and the temperature returned to normal in four days. Strepto- 
mycin comes the neare-t to being a specific for plague. All the 15 patients 
who received it were moribund, with hyperpyrexia. intense myocarditis, 
extreme general toxemia and a fast. feeble pulse caused by heart failure 
supervening on toxic myocarditis. The 3 patients who expired did so within 
a few hours of admission. Although the mortality for those treated with 
streptomycin was 20 per cent as against 22 per cent for those treated 
with sulfadiazine. consideration must be given to the fact that some of the 
patients saved by -treptomyein had failed to respond to sulfadiazine and 
that the others in all likelihood would have died under the latter type of 
therapy. Experience with these patients has showed that the minimum ef- 
fective total dose of streptomyein is 1 to 2 Gm.. while the maximum is 
8 Gm. spread over four days with individual doses of 0.5 Gm. every six 
hours. Streptomyein will bring a rapid response in the bubonic and septi- 
cemic types of plague. Initial toxemia might profitably be combated with 
antiplague serum. The serum should be administered early in the disease 
and in adequate amounts (at least 60 ml.) and it should be continued for 
at least three days. Serum sickness may be prevented by the addition of 
0.5 ml. of 1:1,000 adrenalin hydrochloride. Sulfonamide resistant cases 
were found to respond to this serum. No patient received just serum alone. 
Penicillin was found to have no effect whatever on plague and its use 
was abandoned. 2 figures. 


Streptomycin in the Treatment of Bacterial Endocarditis. Report of 
Two Cases. Norman L. Cressy, William J. Lahey and Paul Kunkel, Yale 
University School of Medicine, New Haven, Conn. New England J. Med. 
239 497-500, Sept. 30, 1948. 

\ 46 year old man gave a history of remittent fever, chills and loss 
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of weight all of two months” duration. While in the hospital, there de- 
veloped changing heart murmurs. embolic phenomena and enlargement 
of the spleen. Bacteroides, species undetermined, eventually were recover- 
ed repeatedly from the blood stream and once from an embolic lesion. 
Treatment with + Gm. of streptomycin daily was instituted on the forty- 
fifth hospital day and continued for eighteen days. Blood cultures became 
negative after twenty-four hours and the temperature gradually returned 
to normal. The patient has been well for two years. Penicillin and sulfadia- 
zine also were used during the course of this illness but at the time that 
streptomycin was instituted no other antibiotic agent was being used and 
the succeeding course leaves little doubt that streptomycin was the curative 
agent. Sensitivity tests were unsuccessful because of technical difficulties 
in culturing the organism. The second case was that of a 75 year old man, 
admitted because of partial urinary obstruction. While in the hospital his 
temperature increased. Heart mu urs developed and blood cultures re- 
vealed the presence of an alpha hemolytic streptococcus, which was re- 
latively resistant to both penicillin and streptomycin. Penicillin was given 
in doses of 1,200,000 units a day for twelve days without effect on either 
the temperature or the blood culture. Penicillin was discontinued and 
streptomycin (4 Gm. daily) was given. Blood cultures taken after three 
and six days of streptomycin therapy were negative. The temperature de- 
clined to near normal but on the fourteenth day of streptomycin treatment 
the blood culture again became positive and, since the patient was getting 
worse rapidly, the drug was discontinued. Autopsy revealed caleareous aor- 
tic stenosis with superimposed bacterial endocarditis: alpha  hemo- 
lytic streptococcus was cultured. During the course of treatment the resis- 
tance of the organism increased from 50 micrograms per cubic centimeter 
to over 500 micrograms per cubic centimeter of streptomycin. 17 referen- 
ces. 2 figures.—Author’s abstract. 


Penicillin and Caronamide in Resistant Subacute Bacterial Endocardi- 
tis. ©. HH. Stuart-Harris, J. Colquhoun and J. W. Brown, Lancet 1:99-101. 
Jan. 15. 1919, 

Combined penicillin and caronamide therapy was successful in 2 cases 
of subacute bacterial endocarditis in which relapse had oecurred after 
repeated courses of penicillin alone. In the third ease clinical improve- 
ment followed a short course of caronamide during penicillin’ therapy. 
The penicillin level the serums of the first 2 cases were enhanced by 
the ronamide therapy. Toxic effects (nausea). probably caused by the 

nceountered in 2 cases but were controlled satisfactorily 
thion. One case exhibited a lumbar edema which sug- 


ide was causing a temporary toxic effect on the renal 
| 


function. Although this drug does not appear to be toxic to healthy kidneys. 


the already damaged kidnevs in subacute bacterial endocarditis may be 
sensitive to caronamide. Obviously caronamide is an important adjuvant 
to penicillin therapy when this disease is resistant to penicillin alone and 


the effectiveness of the combined th ‘rapy seems to be due to the high levels 
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of penicillin in the serum obtained rather than to any actual enhancement 
of the bacteriostatic activity of the penicillin by the caronamide, since the 
latter does not have an inhibitory effect on bacteria. 9 references. 2 fi- 


gures. 


Dynamics of the Action of Penicillin. Time-Dose Relationship in 
Human Streptococci Disease. E. Jawetz. Bethesda, Md. Arch. Int. Med. 
81:203-208, February 1948. 

It has been demonstrated experimentally that in animals infections 
with hemolvtie streptocoeci cures could be obtained just as satisfactorily 
with large doses of penicillin administered at long intervals as with small 
doses administered every three to four hours. The same principle was ap- 
plied to patients with streptococcic disease and the results of treatment 
evaluated clinically and bacteriologically. It was found that 150,000 units 
of aqueous crystalline penicillin G administered intramuscularly every 
twelve hours resulted in prompt symptomatic improvement, bacteriologic 
clearance and lack of relapses, although blood levels of measurable magni- 
tude were absent for well over half the treatment time. For best results 
treatment had to be continued for four days or more. This long-interval, 
large-dose schedule of penicillin administration has obvious advantages 
for the patient and may permit the development of antibodies against strep- 
tocoeci and perhaps associated immunity, which are suppressed by the 
short-interval, small-dose schedules of penicillin administration. 9 referen- 
ces. 2 tables.—Author’s abstract. 

(These results are in harmony with other recent observations which 
indicate that, at least in average cases of infection with organisms which 
are highly susceptible to penicillin (pneumococci and hemolytic. strepto- 
cocet). large doses of penicillin in soluble form at twelve-hour intervals 
are as effective clinically as when administered in the usual way at short 
intervals. In such cases there is no advantage in using preparations which 
are absorbed slowly. Whether this is true of other infections such as syphi- 
lis and bacterial endocarditis remains to be demonstrated.— ED. ) 


\b-orption and Exeretion Studies with Radioactive Penicillin. S. Row- 
lands, D. Rowley and H. C. Stewart, St. Mary's Hospital Vedical School. 
Londen, England. Lancet 2:493-95, Sept. 25, 1948. 

In order to find out what happens to the penicillin not exereted in 
unchanged form in the urine, penicillin containing the radioactive sulfur 
isotope, S”'. was used in experiments in female cats. Following sedation 
and injection of penicillin, the bladder was emptied and the specimen dis- 
carded. Thereafter the cats were catheterized at one or two hour intervals 
for a period of eight to ten hours. The S* in the penicillin was sufficient 
to insure accurate detection of approximately 1/30 unit with a Geiger count- 
er (1 unit of penicillin was equivalent to 1,100 disintegrations per minute). 
Some radioactivity was present as penicillin breakdown products and the 
amount of this nonpenicillin radioactivity was calculated by subtracting 
the biologic penicillin level from the Geiger-penicillin level. The result 
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following intramuscular injection showed that penicillin is not stored in 
the body at all but is rapidly excreted as penicillin and as penicillin 
breakdown products. The results from orally administered penicillin show- 
ed that not all the penicillin or its breakdown products can be recovered 
from the urine and suggested that incomplete absorption from the gut may 
account for low urinary excretions after oral administration (after the 
of injected penicillin). Further studies aimed at improving absorption from 
the gut seem indicated. 6 references. 2 tables. 1 figure. 


The Direct and Indirect Therapy of Acute Respiratory Infections. 
Ben J. Goodrich, Detroit. Mich. Ulinois M. J. 94:317-21. November 1948. 

Direct therapy is used to inhibit the infecting organisms in respiratory 
disease, while indirect or supplemental therapy applies to the patient, his 
age and toxicity, location of infection, condition of respiratory apparatus 
and associated complications. Supplemental therapy must be adjusted to 
the individual patient and includes antibodies, gases (oxygen. carbon di- 
oxide, helium and steam): expectorants, sedatives, detergents. ete. Acute 
tracheobronchitis is a good example of the use of both varieties. Direct 
treatment by penicillin aerosol gives more prompt results than penicillin 
injections or sulfonamides. Oxygen is especially helpful when used as a 
nebulizing agent for penicillin. Ammonium chloride. carbon dioxide o: 
steam inhalations may be used if there is a considerable bronchial factor. 


Penicillin has the greatest usefulness in the treatment of acute respiratory 


infections, the pneumococeus being especially susceptible to it. Occasional 
patients are penicillin sensitive but their reactions usually are not serious. 
Sensitivity to oral penicillin does not necessarily indicate -en-itivity to 
inhaled or injected penicillin, Streptomycin is dangerous: increasing num)- 
ers of toxic reactions follow the administration of -izable doses for more 
than ten to fourteen days. Severe vestibular and auditory nerve injury and 
even fatal renal damage may occur. Contact reactions in both patients and 
attendants often oecur. Penicillin and streptomycin may be given together 
by either inhalation or injection. Sulfonamides have been recommended 
for routine use in pneumococeus pneumonia but should be combined with 
penicillin in streptococcic or staphylococcic infections. Smaller doses may 
be used if two sulfonamides are combined. Complications are the occur- 
rence of urinary calculi and -ensitiveness of the patient or hacteriologic 
resistance to the drug. 6 references. 

(The development of hypersensitiveness to penicillin is being reported 
with increasing frequency. An acutely fatal anaphylactic reaction recently 
has been reported in a patient in whom the penicillin presumably was 
injected accidentally into a vein. There is reason to believe that hyper- 
sensitivity is especially prone to develop following topical applications 
or inhalations of penicillin. Penicillin in aerosol, therefore, should not 
be given routinely to patients with an acute respiratory infection but re- 
served for those in whom there is a definite positive indication that it is 
needed. ED.) 
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General Considerations of Antagoni-tic Complexes (Considérations genera- 
les sur les complexes antagonistes). G. Ramon and R. Richou, Paris, 
France. Presse méd. 56:625-26, Sept. 11, 1948. 

Treatment of Pneumococeal Meningitis with Sulfadiazine and Intrathecal 
Penicillin G with Recovery. Garfield S. Barnet, Veterans Administra- 
tion Hospital, Aspinwall, Pa. Ann. Int. Med. 28:642-47, March 1948. 

Penicillin in the Treatment of Diphtheria and the Diphtheria Carrier State. 
John D. Crawford, Massachusetts General Hospital, Boston, Mass. 
New England J. Med. 239:220-23, Aug. 5, 1948. Results are presented 
of the use of penicillin in the treatment of 45 acute cases and 52 
carriers of virulent diphtheria organisms. It is emphasized that peni- 
cillin does not supplant the use of antitoxin in the acute stage or obvi- 
ate the necessity for surgery in a selected group of carriers. 6 refer- 
ences. 3 tables. 


3. Diseases Caused by Animal Parasites 


The Role of Chemistry in Combating Tropical Diseases. /an Heilbron. 
Nature, London 161 :956-60., June 19, 1948. 

The most effective arseno-organic compound for human sleeping sick- 
ness is tryparsamide, first described by Jacobs and Heidelberger (1919). 
It acts in the late stage of central nervous system involvement. The most 
effective organic compound for the early stages is Bayer 205. The dia- 
midines also are useful; pentamidine is effective in the lymphatico-blood 
stage. Dimidium bromide appears to cure Trypanosoma congolense _ in- 
fections in cattle at extremely low dosage but it may produce photosensiti- 
zation. For malaria, Plasmoquin was discovered and later, Atabrine which 
is more effective suppressive than quinine. Paludrine, which produces no 
skin discoloration, is superior to the other drugs. Tropical diseases can 
also be controlled by attacking the insect vector. This is now feasible with 
DDT and benzene hexachloride. Aircraft are being tried for disseminating 
insecticides. A successful experiment has been accomplished in British Gui- 
ana where the incidence of malaria has dropped sharply by spraying with 
5 per cent DDT at a dosage of 100 mg. per square foot to the inner sur- 
faces of dwellings. A similar successful result was accomplished in Cyprus. 
Malaria eradication tests are being carried out in the island of Mauritius 
and in East Africa, with DDT and benzene hexachloride. The adult tsetse 
fly is vulnerable to insecticides. The methods include spraying of the bush 
and spraying of cattle with contact insecticides. The South Africans have 
effectively used insecticidal smokes released from aircraft. 


Chyluria. A Report of Ten Cases. Arch H. Logan, Jr.. Mayo Founda- 
tion, Harry L. Smith and Thomas L. Pool, Mayo Clinic, Rochester, Minn. 
Am. J. M. Se. 216:389-96, October 1948. 

Chyluria, a rare but definite clinical entity, is a well recognized and 
fairly common complication of filariasis. A sharp distinction has been 
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drawn letween parasitic chyluria and nonparasitic chyluria by most auth- 


ors but sporadic filariasis may oecur in any region where mosquitoes are 
found. The absence of microfilariae in the blood and urine does not ex- 
clude a diagnosis of a previous filarial infection nor of pathologic condi- 
tions of filarial origin. A high percentage of persons who have a history 
ot previous filarial infection do not show microfilariae in the blood ot 
urine. A knowledge of the patients travels is important when dealing with 
patients in a temperate climate. At least 7 of the 10. patients reported 
either lived in or visited an endemie filarial region. A’ brief historical 
review of chyluria, as well as a discussion of the pathogenesis and clinical 
aspects of this entitv. is presented, It is pointed out that only 20 cases 
(including 5 of the LO reported in this paper) have been recorded in the 
literature from the United States <ince 1916 and 20 of these were said to 
he of the so-called nonpara-itic type. None of our patients had serious 
symptoms due to chyluria nor was their general health impaired by it. 
Iwo patients passed chylous clots. The blood and urine failed to reveal 
the presence of microfilariae when examined for these parasites. There 
are only two conditions which, if present, may need treatment: (1) under- 
nourishment, because of fat loss in the urine (controlled by increasing 
the patient's caloric intake and reducing the intake of fat): (2) chvlous 
clots. which, if formed in the bladder, may cause considerable pain and 
dysuria. Chyluria should be suspected whenever a patient complains of 


milky. cloudy or white urine. 22 references. 1] figure. luthor’s abstract. 


Chronic Schistosomiasis Japonica Diagnosed by Rectal Biop-v. Re- 
port of Case. LL. Zieve and R. H. Conley, University of Minnesota and 
}eterans Hospital, Minneapolis. Minn. Minnesota Med. 31:1331-35, De- 
cember 19148. 

The chronie stage ol = histosomiasis is divided into early and late 
periods: the latter appears about three to five years after onset of the 
disease. A case is reported in a 29 year old white man who had had 
diarrheal episodes for over a year after army service in Leyte. P.1. Follow- 
ing his discharge thirteen months after this exposure, he gradually lost 
weight (30 pounds) and listlessness. easy fatigability and recurrent diar- 


rhea developed. Anorexia and severe persistent upper right quadrant pain 
and tenderness developed 


a month before admission to hospital almost 
three vears after his initial diarrhea. Symptoms persisted and were ae- 
companied by profuse night sweats but without nausea, vomiting. jaundice, 
melena. hematemesis or dark urine. He was treated for six weeks and dis- 
charged with a diagnosis of atypical infectious hepatitis and trichuriasis. 
Symptoms recurred and he was readmitted to the hospital two weeks later. 
He appeared well nourished and had heen able to do farm work except 
during diarrheal attacks. Liver function tests and two liver biopsies show- 
ed litthe abnormality and gastrointestinal roentgenograms were normal. 
Schistosomiasis was suggested as a possible diagnosis but no ova could be 
found in the feces. Diagnosis of the disease in the chronic stage by this 
method is especially difficult beeause of seareity of ova in the. stools. 
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Serologic and skin tests are as yet of little value. Proctoscopic examina- 
tion had showed normal appearing rectal mucosa but biopsy was per- 
formed on four pieces of rectal tissue. One of these contained ova of 
S. japonicum. Tarter emetic treatment was given for five weeks with mark- 
ed relief from the right upper quadrant pain and increased strength. Re- 
peated rectal biopsies from each valve of Houston upon completion of 
this treatment were taken and that from the upper valve was still positive. 
The patient remained asymptomatic for the following three weeks and was 
discharged. His spleen Was palpable 2 em. below the costal margin but 
the liver was not tender; white blood cell count was normal and the eosino- 
philia had dropped from 18 to 5 per cent. The rectal biopsy test for 
Schistosoma mansoni infestation was developed in 1943 after the greatest 
incidence of schistosomiasis at autopsy was found in digested tissue from 
the upper half of the rectum. The biopsied tissue fragment was digested 
with 4 per cent potassium hydroxide while being incubated at 60 to 80 C, 
The centrifuged sediment was then examined for ova. Positive rectal biop- 
sies were found in 42 per cent of 128 cases of Schistosoma mansoni in- 
festation. A modified technic of biopsy of the first rectal valve, compress 
ing the tissue specimen between two microscopic slides and examining it 
under low power was then used. No other reports of rectal biopsy in in- 
fections with Schistosoma japonicum have appeared but good results may 
he anticipated. This case was diagnosed in the late early chronic stage and 
illustrates the necessity of alertness in cases of veterans who were on Leyte 
where practically all cases in the army were infected. 11 references. 2 
tables. 2 figures. 


\mebiasis in Veterans of World War Il. Witchell A. Spellberg, Uni- 
versity of Illinois School of Medicine, Chicago and Simon Zivin, Hines 
Veteran's Hospital, Hines, Ill. Am. Pract. 3:221-26, December 1948. 

\mebiasis has showed a fivefold increase in a veterans’ hospital in 
1916. as compared to 1941. Among 58 cases, there were 15 cases with 
hepatic complications. A later survey showed 84 cases of amebiasis but 
only 3 cases with hepatic complications. This suggests that while the disease 
persists. it is seen ina less virulent form. Another epidemiologically signifi- 
cant fact is that most of these veterans served in tropical regions. Diarrhea 
Was an important symptom in 59 per cent of the patients; it was present 
previously in another 11 per cent but was completely absent in 30 per cent. 
Sigmoidoscopic examination revealed the presence of ulceration in over 
50 per cent of the cases with diarrhea but only twice in 31 patients having 
no diarrhea. In the presence of low colonic ulcerations, trophozoites usual- 
ly are found in the stools. The diagnosis of amebic hepatitis and abscess 
is difficult and it is made on the basis of pain, fever, enlargement and 
localized tenderness of the liver, roentgenologic findings of an elevated 
and fixed right diaphragm and secondary disease in the chest and leuko- 
evtosis. The finding of parasites in the stools is extremely helpful but 
not common. Emetine is valuable as a therapeutic test. Treatment of choice 
for liver abscess is emetine. plus aspiration: for hepatitis, emetine alone. 
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The oral amebicides alone (diodoquin, chiniofon and carbarsones) are 
effective in intestinal amebiasis and they also should be used to supple- 
ment emetine in the haptic form. 28 references. | table. 1 figure.—Au- 
thors abstract. 


Relapsing Kala-Azar. Report of a Case with Cure Effected by Stilba- 
midine. Paul R. Wilner and Thomas A. Haedicke (Major, M.C.. AU.S.). 
Washington, D. C. New England J. Med. 239:250-53, Aug. 12. 1948. 

Kala-azar is a febrile disease which should be included in the dif- 
ferential diagnosis of every obscure fever, particularly in a person who 
has traveled in endemic areas. such as China or the Mediterranean. The 
clinical picture and course of kala-azar usually are typical. The disease 
is characterized by an irregular fever, chronicity, splenomegaly, emacia- 
tion, anemia and leukopenia but may be quite mild and vague. The clinical 
course varies with the geographic origin of the disease. We have found 
the disease acquired in the Sudan to be most severe. The diagnosis of 
kala-azar is sometimes very difficult. The history and physical examina- 
tion may be typical but the demonstration of the causative organism ( Leish- 
mania donovani) is necessary for diagnosis. The material aspirated from 
the spleen and bone marrow produces 95 per cent of positive smears and 


cultures. The present case is reported because of several reasons: the pa- 


tient had malaria and amebiasis and responded briefly to therapy with 
atabrine and emetine: the diagnosis of kala-azar was made from a sternal 
biop=-v: treatment with the usual antimony products caused only a tem po- 
rary remission in his symptoms and one course of stilbamidine cured the 
patient and produced a moderate bilateral trigeminal neuropathy. Stilbami- 
dine apparently cures all cases of kala-azar not responding to antimony 
therapy but such preparations especially neostibosan and urea-stibamine 
are the present drugs of choice for therapy. The administration of stilba- 
midine presents several problems and a detailed discussion therefore i+ 
presented. The di-isethionate form of the drug is more soluble and easier 
to prepare. A maximum of 1.5 mg. per pound of body weight is given 
in any one day. The entire dose should be mixed with approximately 250 
ec. of physiologic saline solution or distilled water to prevent thrombosis. 
\n initial dose of 40 mg. is given to each patient and is followed daily 
with a higher dose until the maximum has been given. A fresh preparation 
of the solution should be made daily and it should be given intravenously. 
\ fresh preparation prevents the oceurrence of liver damage sometimes 
noted in patients. A total dose of approximately 1 Gm. is considered ade- 
quate. Patients seem to tolerate stilbamidine well but a few toxic vaso- 
motor manifestations should be mentioned. Various subjective symptoms. 
usually transient. include flushing of the face, giddiness, breathlessness. 
faintness. nausea, vomiting, epigastric discomfort, salivation, sweating. 
tachveardia and, oceasionally, collapse. After the first few injections of 
the drug there is usually a fall in blood pressure which frequently is 
marked. As the blood pressure returns to normal, most of the symptoms. 
disappear. usually within half an hour or so. Nervous symptoms, may 





QUARTERLY REVIEW OF MEDICINE 103 





develop after treatment has been continued for some time, suggesting a 
cumulative action, The most important of these is an unexplained bilateral 
trigeminal neuropathy in which light touch is absent and pain and tempera- 
ture sensation is preserved along the course of the fifth cranial nerve. 
Numbness and tingling over this entire area may be a real complaint. 
This symptom complex generally begins three or four months after ad- 
ministration has been completed and may last for several years. 13 re- 
ferences. | table. 5 figures.—Author’s abstract. 


The Thick Smear Identification of Malaria. Albert Leibovitz (Capt. 
W.S.C.. AWS.) Bull. U.S. Army M. Dept. 8:956-58, December 1948. 

\ method is deseribed which facilitates identification of the malarial 
parasite in the thick blood smear, making it unnecessary to reisolate the 
parasite in the thin film. Infections with Plasmodium vivax are diflerenti- 
ated from those with P. malaria or P. faleiparum by the presence of Sehiif- 
ners dots in red blood cells infeeted by the former and not in those in- 
fected by the last two. which can also be identified by their characteristic 
gametocytes. The method used is a modification of the Medalia technic. 
Experimental studies showed that greatest aecentuation of Schiiffner’s dots 
with eaking of red blood cells in the thick film was obtained by adding 
about 7.5 per cent of methyl alcohol to the methylene blue stain. Methyl! 
alcohol or Wright's stain, 75 ce.. is therefore added to each 1.000 ce. of 
the methylene blue solution. A three minute staining time is used. A large 
drop of blood is placed near an end of a chemically clean slide and 
spread into an area of even thickness throughout and from 1 to 2 em. in 
diameter by using the corner of a second slide. The eosin stain is applied 
for fifteen seconds: the buffer solution of pH 7.2. for fifteen seconds: 
methylene blue stain for sixty seconds: and buffer solution of pH 6.8 for 
five seconds. The film is dried. A fan but not blotting paper may he used 
to speed drying. This method brings out Schiiffner’s dots vividly through- 
out the thick film. outlines infected red cells and enables recognition of 
the parasites in month old smears. even though the red cells are partially 
fixed by age. This may not be a necessary aid for the experienced 
malariologist but it is invaluable in training technicians and for the oe- 
casional laboratory worker. Films showing only the early ring stage and 
no gametocytes may be identified positively by smears taken several hours 
later. More consistent results are obtained with certified than with medici- 
nal methylene blue. Fresh stains should be prepared in time to permit 
proper aging before use. 4 references. 1 table. 


4. Respiratory Disorders and Diseases 


Pulmonary Aspergillosis. Report of Two Cases. B. Gerstl. Hartford, 
William H. Weidman, Norwich and Abbott V. Newmann, Hartford, Conn. 
Ann. Int. Med. 28:662-71. March 1948. 

these emphasize the dissimilarity of signs and roentgen appearance 
one may encounter in pulmonary aspergillosis. The first case was that of 
a young housewife in whom an oval shaped lesion developed in the left 
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upper lobe. On the basis of repeated hemoptyses, it was interpreted initial. 
ly as tuberculous. though the sputum was negative for tubercle bacilli. 
Over a period of several months the lesion became denser with a thin 
aerated crescent overlying its superior surface. Because the patient was 
incapacitated by the recurrent hemoptyses. left upper lobectomy was per- 
formed, Sectioning the specimen revealed an oval shaped cavity filled by 
a dark brownish-purple laminated Mass which consisted ot a dense net- 
work of mycelia and spores resembling aspergillus. Bronchial elements 
could be identified in the evst wall. The second case was that of a 62 
vear old farmer who on chest roentgenogram, following a hemoptysis. show- 
ed infiltration of both hili extending paravertebrally to the apexes. A 
month later, an effusion developed on the right; there was an increase 


of the infiltration. He did not expectorate. The pleurisy cleared =pon- 


taneously. A dense infiltration with a fuzzy border radiating from the 
left hilus toward the base developed over the next three weeks. Two rounded 
densities. one with a rarefied center, were adjacent to it. At autopsy there 
was extensive pulmonary consolidation of dark purple color at the peri- 
phery changing to gravish light purple in the center of the lesion-: there 
were several small abscess cavities present. Numerous mycelia, small -phe- 
roid bodies and extensive necrosis were seen in the Microscopie sections. 
Mycelia piercing the wall of the vessels could be demonstrated. Aspergillus 
fumigatus fresenius was isolated from the lesions. The pathology under- 
lving the roentgen changes in the second case was a combination of in- 
terstitial and parenchymatous lesions plus tissue necrosis hastened by. ex- 
tensive occlusion of pulmonary vessels by thrombi caused by intravascular 
growth of the fungus. 8 references. 9 figures. duthor’s abstract. 


Observations on the Use of the Respirator in’ Retractory Mtatu- 
\-thmaticus. Worton F. Reiser and Eugene B. Ferris, Jr.. University of 
Cincinnati College of Medicine, Cincinnati. O. Ann. Int. Med. 29:61-70. 
July 1948. 

Phe pathologie physiology of acute intractable asthma is discussed in 
relation to the rationale of this form of treatment. Three cases are pre- 
sented and in each. prompt and satisfactory relief of anoxemia was ae- 
complished and maintained until bronchiolar spasm had undergone — re- 
mission. While it is admittedly impossible to draw any conclusion- trom 
limited experience such as this. we feel that the rationale is sufficiently 
clear and the results insofar as relief of anoxemia is concerned, are grati- 
fying enough to warrant its use in refractory status asthmaticus. From our 
experience it is felt that it is of utmost importance that the therapy be 
instituted early in the course before irreversible changes have appeared ot 
other grave complications have had time to gain foothold. This maneuvet 
is not suggested as a substitute for other well-established methods of treat- 
ment but rather as an adjunct to them in refractory cases. 6 references. 
futhor s abstract. 
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\cute Transverse Myelitis Complicating Pneumonia. Report of a Case. 


1. J. Suchett-haye, St. Charles’ Hospital, London, England. Lancet 2: 
HIT. Sept. 11. 1948, 

Ina 4O year old man pneumonia was characterized in its initial sta- 
ges by absence of pyrexia, hemoptysis and pronounced toxemia. Sulfona- 
mides and penicillin given in full doses failed to influence the course of 
the disease. On the eleventh day of the illness the typical picture of trans- 
verse myelitis suddenly developed. The cerebrospinal fluid showed — an 
inflammatory reaction with a lymphocytic cell pattern but no pathogenic 
organisms could be demonstrated. The cord lesion produced the clinical 
-yndrome of complete flaccid paraplegia with a well marked upper level 
of sensory loss. Paralysis of respiratory muscles resulted in’ respiratory 
failure which necessitated the use of a mechanical respirator for twenty- 
three days. The man died twenty-eight days after admission to the hospital 
and necropsy findings showed massive consolidation of the left lung with 
early abscess formation and softening of the C4-D3 cord segments. Histo- 
logic appearances were those of myelitis. The etiology and pathogenesis 
of the myelitis and pneumonia are discussed briefly and the possibility 
of a virus infection is mentioned. 19 references.— Author's abstract. 


Pulmonary Fibrosis. Clinical Aspects. Donald S. King, Brook- 
line. Mass. Radiology 51:477-79, October 1948. 

From the clinician's standpoint there are now four groups of cases 
in which varying degrees of pulmonary fibrosis play an important. part: 
(1) those with known etiology (tuberculosis, silicosis and radiation 
therapy): (2) the group with either asthma or emphysema, where the 
fibrosis seems to be the result of organizing pneumonia: (3) Mallory’s 
cases of fibrosing granulomas: (4) a miscellaneous group of un- 
usual conditions. In reviewing Mallory’s 6 cases of granulomas which have 
gone on to pulmonary fibrosis with resulting death we find that the age 
of onset in all but | was in the thirties and that in all but 1 the progress 
was steady and relentless to death within three to ten years. Cor pulmonale 
occurred in 2 of the 6 cases. In only | of Mallory’s cases was there a 
granulomatous process outside the lung. In this way they differed from 
the cases which we have usually called sarcoid disease. 5 figures.—Author’s 
abstract. 


The Laboratory Diagnosis of Tuberculosis. Martin VM. Cummings, 
U.S.P.H.S., Atlanta, Ga. Read before Am. Pub. Health A. Nov. 9, 1948. 


It is no longer acceptable to make a diagnosis of tuberculosis by 


roentgen findings alone. It is imperative, before a patient be subjected to 
prolonged therapy for this disease, that the diagnosis be made by recovery 
of tuberele bacilli from the patient’s sputum or body fluids. Microscopic 
demonstration of acid-fast bacilli is usually rapid and easy but one has 
no assurance that the organisms seen are tubercle bacilli since acid-fast 
saprophytes are difficult to differentiate. Cultivation affords a more sensi- 
tive method of determining the presence of small numbers of tubercle 
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bacilli in pathologie material. In the Lowenstein-Jensen medium the train- 
ed bacteriologist can differentiate, with a fair degree of reliability, patho- 
genic from nonpathogenic acid-fast bacilli. In its present state the Dubo- 
liquid medium is not recommended for primary isolations. Animal inocu- 
lation should be performed on all urine and gastric specimens since they 
more frequently contain nonpathogenic acid-fast bacilli. The mouse can 


be used as a test of virulence of a culture but cannot be used for pri- 


mary diagnosis. Since the advent of mass radiography, more than ever 
before, it is important that laboratories be prepared to search for tubercle 
bacilli by methods of cultivation. luthor’s abstract. 


References to Current Articles 


Histoplasmosis and Tuberculin) Sensitivity in’ Relation to | Pulmonary 
Calcifications among University of Wisconsin Students. Helen A. 
Dickie and Elizabeth A. Clark. University of Wisconsin, Madison. 
Wis. Ann. Int. Med. 28:1087-93. June 1948. Pulmonary calcifica- 
tions were found in 38.3 per cent of students reacting to histoplasmin 
alone and in 9.2 per cent of those reacting to tuberculin alone. A 
diagnosis of tuberculous infection evidently cannot be made only on 
finding pulmonary calcifications. 9 references. 4 tables. 

Treatment of Tuberculous Empyema by Aspiration and Dakin’s Solution 
Irrigation. Benjamin H. T. T'ang. Peiping Union Medical College. 
Peiping. China. Chinese M. J. 66:205-207, April 1948. 


5. Cardiovascular Disorders and Diseases 


Recent Advances in the Field of Cardiovascular Disease. H. VW. Var- 
vin. Yale University School of Medicine, New Haven, Conn. Bull. New 
York Acad. Med. 24:720-42, November 1948. 

Catheterization of the right side of the heart is one of the important 
methods used in congenital anomalies. The safety of the procedure — is 
apparent and in the future it may be employed in investigating funda- 
mental problems related to cardiae physiology and failure. The present 
degree of understanding of the condition known as neurocirculatory as- 
thenia represents one of the more recent, significant advances in diagnosis. 
The principal factors in this condition are family history, constitutional 
incapacity, infection, neurosis and undue physical or mental strain. Rubel- 
la early in pregnaney may be responsible not only for congenital cataract- 
in infants but for deafmutism, heart anomalies and other abnormalities. 
Other virus diseases may also be found to act in a similar manner. In 
order to follow the sodium excretion in a normal subject radioactive 
sodium 22 was used in | patient recovering from congestive heart failure 
and in | whose condition was becoming progressively worse despite treat- 
ment. In sixty days the normal subject excreted 69 per cent of the injected 
sodium: the patient who was improving excreted 64 per cent and the pa- 
tient with advancing heart failure, 42 per cent. A single intravenous in- 
jection of sodium was given normal subjects and patients with congestive 
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heart failure. In the normal subject the average rate of diffusion of sodium 
through the vascular wall showed that about 32 per cent of the total plasma 
sodium diffused out of the blood every minute. A more rapid rate wa- 


noted in the patients with congestive heart failure and thus the role of 
sodium in edema must be reconsidered since rapid and pronounced edema 
formation might result from slight alterations in the rate of sodium dif- 
fusion from the blood and a disturbance in its excretion through the kid- 
neyvs. The recent advances in the surgical treatment of congenital heart 
anomalies are reviewed. One of the more important advances concern- 
the steadily widening recognition of the value of low sodium, high fluids. 
and a diet acid in reaction, in the treatment of congestive heart failure 
with edema. The Schemm regimen, if strictly observed, affords highly satis- 
factory results. The aims of this regimen are: (1) to decrease the inges- 
tion of material needed for the formation of edema and encourage the 
mobilization of sodium already retained by using a diet low in sodium. 
which yields an acid or a neutral ash: (2) increase the normal effect of 
the metabolic acids by administering small amounts of acid drugs: (3) 
aid the elimination of the mobilized sodium through the kidneys and 
avert cellular dehydration by the administration of plain water in suffiei- 
ent amounts, according to the established principles of water-balance. Stud- 
ies of the epicardial coronary arteries in newborns revealed that the intima 
was much thicker in males than in females and this finding is thought 
to be the basis for the high incidence of coronary thrombosis in males. 
There is indirect but strong evidence which is felt to warrant the tentative 
conclusion that a high level of cholesterol in the serum is dangerous. be- 
cause of the probable relationship between it and coronary atherosclerosis 
and that reduction to normal levels should be attempted. The successful 
use of anticoagulants in the treatment of cardiac infarction is discussed. 
Penicillin is important in the treatment and prevention of subacute bae- 
terial endocarditis. As a preventive measure the American Council on Rheu- 
matic Fever of the American Heart Association officially advises ade- 
quate doses of penicillin before and after tooth extraction or any other 
surgical procedure within the oral cavity, in patients with rheumatic heart 
disease or a congenital anomaly. The sulfonamides are valuable in pre- 
venting recurrences of rheumatic fever and the belief that subsequent at- 
tacks may be prevented in children by the routine daily administration 
of sulfonamides in small doses is well supported by the evidence. The 
present forms of therapy for hypertension are dorso-lumbar sympathec- 
tomy of varying degrees, rice diet of Kempner and a low sodium diet. 
In the author’s opinion the extremely low content of sodium in the rice 
diet is responsible for its effectiveness in the 50 to 60 per cent of hyper- 
tensive patients who improve. 40 references. 


Khellin in Angina Pectoris. Hosny Ayad, Cairo, Egypt. Lancet 1:305. 
Feb. 21, 1948. 

Khellin is the active principle of Ammi visnaga and was found to be a 
potent coronary vasodilator, safe to administer both orally and parenter- 
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manufactured by the Alpha Laboratories. Cairo. kgy pt. 


> 


inder the name of Ammicardine and was used by the author in 23 cases of 


ingina pectoris over one and one-half vears. The ges ol patients ranged 


a 
from 48 to 72 vears. The angina was primary in 20 cases and secondary 


to coronary thrombosis in 3 cases. The duration of angina varied from 
+ix months to eight years. Hypertension was present in 16 cases, 1 case had 
a positive Wassermann reaction and 17 cases had abnormal electroeardio- 
vrams. 2 having bundle branch block. The drug was administered by intra- 
muscular injections of LOO mg. khellin once daily in mild or moderate 
cases and twice daily in severe cases for two weeks. Treatment was con- 
tinued orally with tablets containing 50 mg. khellin three times a day after 
meals. Ten cases were observed for two and three months and 9 cases for 
six and eight months after treatment. In the group of 23 cases, attacks 
completely disappeared in 14 and there was marked improvement in 5 
cases. The treatment was ineffective in the remaining 4 cases. Improve- 
ment Was prompt in 5 cases but usually developed in five to ten days 
after administration of the drug. There were no toxic effects in any case. 
The suecess obtained by this treatment in 83 per cent of cases in this series 
cannot be attributed to suggestion or a placebo effect. Khellin has also 
heen used by the author in bronchial asthma, renal colic, and whooping 
cough with encouraging results. 

(This drug, obtained from an umbelliferous plant which grows’ wild 
in Eastern Mediteranean countries and Arabia, has been popular for cen- 
turies in Egypt for the treatment of renal and intestinal colic. Its use 
in the treatment of angina pectoris was reported by G. V. Anrep, G. S. 
Barsoum, et al... Lancet \:557, Apr. 20, 1947. Its active principle is a 
di-methoxy-methyl-furano-chromone belonging to the same group as cou- 
marin and possibly flavones. If claims in the foreign literature can be 
substantiated, khellin should be an important contribution to the treatment 
of angina pectoris and other conditions where a smooth muscle dilator is 
indicated. Its advantages over other drugs now being used for this purpose 
as reported by Egyptian investigators following pharmacologic studies and 
clinical experience with about 250 cases, are: (1) marked increase in 
coronary blood flow: (2) absence of demonstrable effect upon the mvyo- 
cardium, systemic blood pressure or pulse rate; (3) prolonged therapeutic 
action, single doses being effective for about thirty-six hours: (4) lou 
toxicity: (5) no evidence of development of tolerance. The dose of khellin 
required for the asthmatic patient is much greater than for angina but 
single intramuscular injections of 200 to 300 mg. are reported to have 
given complete and prolonged relief in 41 of 145 cases of severe bronchial 
asthma. Investigation of the drug has been almost entirely confined to 
Egypt because of strict Egyptian government controls over its export. Small 
amounts have been made available in the United States for thorough clinical 
investigation by outstanding cardiologists but it is not yet available com- 
mercially. Rk. HAYDEN. ) 
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Influence of Mercurial Diuretics on the Excretion of Sodium, Po- 
tassium and Chlorides. Donald E. Griggs and Varner J. Johns, College 
of Medical Evangelists. Los Angeles, Calif. California Med. 69:133-37. 
August 1948. 

Ten patients were studied, none of whom had congestive heart failure. 
These patients were maintained on digitalis, diets containing | Gm. of 
sodium chloride and a daily fluid intake of 3.000 cc. Mercurial diuretics 
were given intravenously every third or fourth day and the urinary exere- 
tion of sodium, potassium and chlorides was measured in the subsequent 
twenty-four hour period. The sodium and potassium determinations were 


made by the use of a flame photometer. Chloride determinations were 
performed by direct potentiometric titration with silver nitrate. In_ this 
small series of cases we found the following changes in urinary excretion 


following the injection of 2 ce. of a mereurial diuretic mereuhydrin: 
(1) average concentration of sodium in the urine was increased nearly 
Iwo and a half times, from 0.81 Gm. per liter on the days without the 
diuretic to 1.96 Gm. per liter on the days after mercurial diuretic was 
given, total sodium output was increased more than four times, average 
total Iwenty-four hour output of sodium was 1.09 Gm. on the days without 
injection and 4.83 Gm. on the days of injection: (2) there was an actual 
decrease in the average percentage of potassium excreted in’ the urine 
following the injection of the mereurial diuretic, average potassium in 
grams per liter decreased from 1.51 to 0.9 following the mercurial in- 
jection because of the diuresis on the days of mereurial injection the total 
excretion of potassium was slightly greater on those days. 2.16 Gm. in 
Iwenty-four hours as compared with 2.01 Gm. in twenty-four hours: (3) 
average percentage of chloride excretion following an injection of mercu- 
rial diuretic inereased more than three and one-half times. from 0.83. to 
2.91 Gm. per liter, average total twenty-four excretion of chlorides in- 
creased sixtold from 1.17 to 7.3 Gm. It seems that. for brief periods. 
at least. injections of mercurial diuretics will permit a more palatable 
diet higher in sodium chloride without any increase in sodium retention. 
6 relerences. 1 figures. luthor’s abstract. 


The Influence of Intravenously Administered Benadryl on Blood Pres- 
~ure and Electrocardiogram. Gulden Mackmull, Philadelphia. Pa. J. A\- 
lergy 19:365-70. November 1948. 

Thirty-five males and 20 females. ranging from 18 to 54 years of 
age free of cardiovascular disease and history or manifestations of allergy. 
were the subjects of this study. Control electrocardiograms consisting of 
the three classic limb leads and chest leads CR 4. The patient was re- 
cumbent. fasting and abstaining from smoking for at least six hours before 
the test. Ten subjects were given respectively 50, 75, 100, 200 and 300 meg. 
of Benadryl. dissolved in sufficient distilled water to make a total of 
50 ce. Four minutes were required to inject the solution in the anticubital 
vein. Records were taken of pulse rate. blood pressure and electrocardio- 
erams at intervals of 5. 10. 15. 20. 30. 45 and 60 minutes. Svstemic § re- 
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actions in order of frequency were: dizziness after practically all doses, 
particularly with LOO, 200, 300 mg.: tingling of the hands especially in 
patients receiving 100, 200, 300 mg. After the larger doses many of the 
patients returning to the ward fell into a deep sleep lasting several hours. 
Slurring and difheulty with speech and blurred vision were present only 
after 200 and 300 mg. Slight nausea was experienced after 200 and 300 
mg. of the drug but no vomiting resulted. The average systolic and diastolic 
blood pressures were elevated after all doses of intravenously administered 


Benadryl. A graph is presented showing the correlation between pulse rate. 


diastolic pressure and systolic pressure. Chief alterations were increase in 
heart rate, inerease or decrease in amplitude of QRS. T and P waves. 
Physiologic saline solution should be used to dilute Benadryl solution. Be- 
cause of the marked cardiac acceleration, shortened diastole. evidence of 
auricular tachyeardia and changes in T waves and P waves. large intrave- 
nous doses of Benadryl are contraindicated in patients with hypertension. 
Doses of 50 to 100 mg. solution Benadryl can be given intravenously with 


comparative safety. 5 references, 2 tables. 2 figures. luthor’s abstract. 


Orthostatic Hypotension and Orthostatic Tachycardia. New Clinical 
Observations. Successful Treatment with Paredrine and Review of Litera- 
ture. Anton S. Yuskis. San Diego and George C. Griffith, Pasadena, Calif. 
California Med. 69:255-61. October 1948. 

The purpose of this paper is to report two new clinical observation- 
one in the retinal vessels and the other in the electrocardiogram and the 
effective symptomatic treatment with Paredrine hydrobromide. Twelve pa- 
tients with the syndrome of orthostatic hypotension and orthostatic tachy- 
cardia were studied, The retinal vascular patterns, not described previous- 
ly. are showed in color from paintings of the oculi fundi. The electro- 
cardiographic changes. not described previously in man. are showed and 
were found in only | patient of the group studied. It appears that the 
essential factor in the syndrome of orthostatic hypotension and ortho-tatic 
tachveardia is the failure of return of an adequate amount of venous blood 
to the heart. This defect of venous return becomes evident in a short time 
after the patient stands: conversely, adequate circulation, a normal heart 
rate and blood pressure follow the resumption of a supine po ition. The 
cause of this disorder appears to be a generalized abnormally low venous 
capillary tone. In the -vndrome of orthostatic hypotension, pooling — of 
abnormal quantities of blood occurs caudad as the patient assumes the 
erect position and the elimination of this syndrome occurs when the pool 
of blood is shifted cephalad either with or without elevation of the lower 
extremities with the patient in the supine position. However. when the leg- 
are elevated the syndrome is eliminated sooner. Because of this pooling 
of blood with the patient in the erect position, failure of normal venous 
return oceurs, resulting in anoxia with its signs and symptoms. New clinical 
evidence to support this view is strongly suggested by the following ob- 
servations: (1) With the patient in the supine position, elevation of the 
legs produces an increased hyperemia with distention and tortuosity of 
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the retinal vessels, slight elevation in blood pressure, slight decrease in 
pulse rate and a shortened circulation time. When the legs are lowered. 
with the patient still in the supine position, the retinal vessels become 
smaller in diameter, producing a decreased hyperemia of the retinas. With 
the patient in the upright position, the reverse occurs and the circulatory 
defect as seen in the retinas is marked and is characterized by pallor of 
the disk and fundus because of the decreased amount of blood in the 
retinal vessels with an associated drop in blood pressure, increased pulse 
rate and venous pressure and a prolonged circulation time. Resumption 
of the supine position abolishes these phenomena. (2) The effect upon 
the heart is showed by the abnormal cardiac rhythm and by the depression 
of the ST segments in the electrocardiogram when the patient assumed the 
erect position. The mechanism responsible for these changes is the decreas- 
ed venous return to the heart and the resulting anoxia of the myocardium. 
The mechanism responsible for the maintenance of normal capillary venous 
tone or postural vascular adaptation is not understood fully. Because of 
the apparent absence of this tone, a sympathomimetic drug. Paredrine 
hydrobromide, was used. It does not have any central action, it is relatively 
nontoxic and can be given safely in a large, single oral dose (100° to 
200 mg. thirty to sixty minutes before the patient gets out of bed). By 
giving the drug at this time it was felt that by its vasopressor effect it 
increased the capillary venous tone and the venous return of blood to the 
heart and then maintained this action long enough for the norma! mecha- 
nism to take over. The administration of the drug in divided doses wa- 
ineffective. The treatment is symptomatic and no claim of cure is made. 
Symptomatic relief was obtained in all of the patients studied. 31 referen- 
ces. tables. | figure. 4 plates.— Author's abstract. 


Dicoumarin Medical Aspects. Thomas Findley, Tulane University 
of Medicine and Ochsner Clinic, New Orleans, La. New Orleans M. & S. J. 
100:413-18. March 1948. 

The use of dicoumarin in the prevention and treatment of intravenou- 
clotting is discussed. Its principal value in coronary thrombosis lies in 
preventing mural and peripheral venous thrombosis rather than in pre- 
venting extension of the original thrombus or a recurrence elsewhere in 
the coronary tree. Another reason for its use in this condition is found in 
the claim that there is a tendency toward hypercoagulability of the blood 
in coronary occlusion (also noted during administration of xanthine de- 
rivatives and digitalis). The literature appears to indicate that anticoagu- 
lants used in cases of acute myocardial infarction not only reduce the 
mortality rate but reduce the incidence of thrombo-embolism. Dicoumarin 
must be used with caution in hypertensive patients since clinical differentia- 
tion between small cerebral hemorrhages and thromboses is so difficult. 
The drug is probably of value in treating thrombosis of the larger intra- 
cranial veins. Although statistical studies are not available, dicoumarin may 
be of value in controlling the tendency to thrombocytosis frequently noted 
in patients with Hodgkin’s disease, leukemia and polycythemia vera a- 
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well as in those undergoing splenectomy. During, and beiore, administra- 
tion of dicoumarin, daily estimations of prothrombin time by reliable meth- 
ods are mandatory. If prothrombin time is normal, the patient is given 
an initial oral dose of 300 mg. and 200 mg. on the following day. (No 
more is given until prothrombin time for that day is known). On each 
subsequent day that the prothrombin time is 20 per cent or more, the pa- 


tient receives a single dose of 200 mg. Since individuals differ in sensitivi- 
ty to the drug. the maintenance dose may vary from 100 to 300 mg. 
Hyperprothrombinemia may continue for days after cessation of dicou- 
marin administration because of the drug’s delayed action of from twenty- 
four to forty-eight hours. Patients with cardiac disease may require smaller 
doses since they are said to be hypersensitive. Hemorrhage is the principal 
and important danger of the anticoagulants and hence controlled use of 
the drug is essential. Bleeding from dicoumarin may be controlled by 
blood transfusion and the intravenous administration of menadione bi- 
sulfite in doses of 50 to 100 mg. every four hours until the prothrombin 
concentration of the plasma is restored to at least 30> per cent. Inthe 
following conditions dicoumarin is either contraindicated or full dosage 
schedules detinitely precluded: blood dyscrasias accompanied by purpura: 
hepatic disease accompanied by prothrombin deficiency: renal insufficien- 
ey of any appreciable degree (cumulative effect); subacute bacterial endo- 
carditis with its spontaneous hemorrhages: presence of ulcerative lesion 
and recent surgical wounds: recent operations on brain or spinal cord: 
pregnaney or parturition: presence of therapeutic drainage tubes at various 
sites. The surgeon will find dicoumarin a useful adjunct in the prevention 
and treatment of thrombophlebitis and phlebothrombosis: the internist may 
use it (provided there are no contraindications and particularly if. the 
patient is over 10 years of age) when the tendency to thrombosis is made 
vreater by enforced bed rest. general debility, certain blood dyscrasias o1 
heart disease. 54 references. 


Phe Use of Dicumerol in Experimental Coronary Ocelusion. The In- 
effectiveness of Dicumarol when Ligation Is the Method of Occlusion. 
Edward J. Beattie, Elliot C. Cutler. Mercier Fauteux, Thomas D. Kinney, 
and Harold D. Levine. Boston, Mass. Am. Heart J. 35:94-105. January 
1918. 

Forty healthy dogs of both sexes were used in this study. Experiment- 
were initiated by crushing the descending branch of the left coronary artery 
to produce thrombosis but comparison of the control and treated group- 
-ustaining this injury showed no essential differences. Ligation of the ar- 
tery was used as the method of producing thrombosis in the remaining 
29 dogs. Comparison of the control and treated groups showed similar 
electrocardiographic and pathologic findings. Infaretion was found in 7 
of 9 control animals and in 10 of 11 treated animals. Electrocardiographie 
abnormalities of approximate equal severity were found in 9 control ani- 
mals and in 13 treated ones. The myocardial infarets in both the control 
animals and those receiving Dicumarol were studied in an attempt to 
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distinguish any gross or histologic changes differentiating the groups. None 
was found since these changes were similar for both groups. There was 
no evidence of retrograde or centrifugal thrombosis in either of the groups. 
No mural thrombi were found and there was no evidence of endocardial 
involvement; myocardiums had infarctions in 20 dogs. Hemorrhage into 
the area of infarct was not a common feature in either of the groups. 
Electrocardiographic changes were comprised of singly or in combination, 
RS-T segment displacements, changes in the direction of the T waves, ec- 
topic rhythms and conduction disturbances. The displacements usually re- 
turned to the baseline before the end of the two weeks but there was an 
unexplained high incidence of persistent RS-T displacement at the end 
of this period. It is quite clear from the data presented that no fewer 
instances of and no lesser degree of RS-T segment displacement, conduc- 
tion disturbances or ectopic rhythms developed in the treated than in the 
untreated group. No electrocardiographic or pathologic evidence is ob- 
tained that Dicumarol has a favorable effect on the evolution or outcome 
of established experimental myocardial infarction. 20 references. 2 tables. 
2 figures. 


Unusual Manifestations of Coronary Heart Disease. Thomas H. De- 
Laureal, Lake Charles. La. New Orleans M. & S. J. 101:337-39, January 
1949, 

A careful cardiac study is in order when there is unusual weakness 
or complaint of obscure thoracic and upper abdominal discomfort which 
cannot be explained readily. In differential diagnosis family history is 


important because of the hereditary tendency of certain cardiovascular 
disease. Thoracic pain should be considered as cardiac in origin until 
proved otherwise. Pain may radiate to any part of the body and even 
though such conditions as sciatica, acute bursitis or calcified tendons exist, 
cardiac study is advisable. In some persons gastrointestinal symptoms may 
be the only manifestation of coronary heart disease. Gallbladder disease 
is encountered frequently in cardiac patients. Four case reports are pre- 
sented in which the true cardiae condition was obscure at the onset and 
the diagnosis established only after careful observation and detailed study. 


The Effect of Subacute Bacterial Endocarditis on the Course of the 
Underlying Heart Disease. Bernard Rapoport and Laurence B. Ellis, 
Thorndike Memorial Laboratory and Harvard Medical School, Boston, 
Vass. New England J. Med. 239:951-55, Dec. 16, 1948. 

Results are presented of observations on 15 patients who were treated 
for subacute bacterial endocarditis caused by the alphahemolytic strepto- 
coceus and reexamined at least two years later. These patients all had a 
clinical diagnosis of chronic rheumatic heart disease and at least two 
positive blood cultures of Streptococcus viridans. The diagnosis was con- 
firmed at autopsy in 4 cases. Of the 11 patients reexamined, the mitral 
value alone was involved in 7 and both mitral and aortic valves in 4 
cases. Heart size was determined by 6 ft. teleroentgenograms. Marked en- 
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largement was found at time of treatment and on reexamination of 4 of 
the 11 cases. Moderate enlargement was found in 6 cases at time of treat- 
ment, 2 remaining unchanged and 4 being normal on follow-up examina- 
tion. No definite cardiac enlargement was found in the remaining case 
at any time but roentgenograms at time of treatment showed some 
straightening of the left cardiac border and this was unchanged on the 
reexamination. Electrocardiograms at time of treatment and on reexamina- 
tion were only available in 10 of these cases. No significant change oe- 
curred in 8 cases, auricular fibrillation developed in 1 and inverted T 
waves in leads | and 2 in another. Ten of the 11 cases had normal sinus 
rhythm at time of treatment and on reexamination. The remaining case 
had auricular fibrillation on recheck. These patients all were treated with 
penicillin, most daily doses being between 200,000 and 300.000. units. 
All 11 patients reported themselves improved at time of reexamination. 
Cardiac damage may be caused by subacute bacterial endocarditis, — in 
spite of cure of the infection, by rupture of a valve cusp or chorda tendinea, 
or by later valvular searring and distortion from healed vegetation pro- 
ducing mechanical inefficieney. Severe results may oceur with rapid 
cardiac failure during or soon after the active infection. Acute myocardial 
lesions may also cause cardiac damage in these cases. There was no cor- 
relation in this series between age of patient, duration of infection before 
successful treatment and the development of cardiac failure. This was well 
exemplified by 2 patients who had recurrent and probably persistent active 
endocarditis for more than twenty-four and fourteen months. The heart of 
1 patient was smaller two vears after his cure while the other who had 
ceardiae enlargement and free aortic regurgitation at time of treatment. 
showed no change almost three years later. 16 references. 2 tables. 


Edema of Heart Failure. Eugene A. Stead, Jr... Duke University School 
of Medicine. Durham. N.C. Bull. New York State J. Med. 24:607-14, 
September 1948. 

Studies have indicated that the disturbed renal function caused — by 
heart failure may be the primary cause of eardiae edema. Studies of the 
relationship between venous pressure and cardiac edema showed that the 
various pressure change- seen in early heart failure did not produce the 
characteristic massive edema. It was found that 2 patients freed of edema 
by mereurial diuretics and a salt-free diet again had edema with a high 
salt intake. Increased plasma volume and edema preceded any appreciable 
increase in venous pressure, indicating that elevated venous pressure was 
secondary to and not a cause of fluid retention. Patients with congestive 
failure were found to tolerate water if their sodium intake was rigidly 
restricted but edema developed after the addition of even small amount- 


of salt to the diet. Studies of edema formation in patients who became 
edematous at rest whenever placed on a normal diet and were freed of 
edema only when their sodium intake was sharply restricted and mercurial 
diuretics repeatedly administered showed that the renal blood flow was 
reduced from one-third to one-fifth or normal and the filtration rate to 
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one-half to one-fifth of normal. Marked reduction in amount of sodium 
filtered followed the decreased filtration rate. Tubular cells reabsorb so- 
dium and there is no method by which cardiac cases can so depress this 
function that sodium can leave the kidneys. It was found that the primary 
cause of the reduced filtration rate was reduced renal blood flow and 
that both of these were related to inadequate cardiac output. This output 
is inadequate when insufficient blood is sent the kidneys over a long period, 
Symptoms of heart failure may be referable to poorly functioning tissues 
and organs as a result of an inadequate blood supply, or they may be 
related to the accumulation of excess water and salt in the body. The 
latter causes dyspnea, orthopnea and cough. Rigid salt restriction will 
eradicate symptoms resulting from edema so that the dyspneic patient be- 
comes comfortable and remains so as long as sodium is withheld but the 
heart has not necessarily become compensated, and the symptoms may 
return if a normal diet is resumed. 12 references. 


Renal and Circulatory Factors in the Edema Formation of Conges- 
tive Heart Failure. A. P. Briggs, D. M. Fowell, W. F. Hamilton, J. W. 
Remington, N. C. Wheeler and J. A. Winslow, University of Georgia School 
of Medicine, Augusta, Ga. J. Clin. Investigation 27:810-17, November 1948. 

A report is presented of studies on 21] patients with congestive heart 
failure and 18 compensated cases. Relation of the filtration rate to the 
resorbed sodium and to sodium clearance in compensated and uncompen- 


sated cases is illustrated. A close correlation was found between the re- 
sorbed sodium and the filtration rate but neither showed any consistent 
change related to whether the patient was or was not compensated, Compen- 
sation however caused a consistent improvement in ability to excrete sodium. 
Compensated cases had definitely more thiocyanate space than the uncom- 
pensated and had nearly twice the renal sodium excretion rate of un- 
compensated patients. Sodium excretory ability was found to be related 
directly to the reduction in thiocyanate space. Blood volume changes were 
inconsistent, inanition undoubtedly causing complications in many cases. 
Average arterial oxygen content was lower in uncompensated than in com- 
pensated cases. Right ventricle filling pressures were higher in uncom- 
pensated than compensated cases but the pressure did not always decrease 
with returning compensation, Compensated cases showed a higher average 
cardiae output than uncompensated but compensation is not accompanied 
necessarily by an increased output. Uncompensated cases showed a definite- 
ly greater arteriovenous oxygen difference than compensated cases and 
approximate venous oxygen saturation consistently increased as compensa- 
tion returned. These studies showed that uncompensated were clearly dif- 
ferentiated from compensated patients by their diminished mixed venous 
oxygen tension. This impairs cellular respiration and seems related to the 
symptoms of congestive heart failure. Reduced sodium clearance. increas- 
ed thiocyanate space and decreased venous oxygen tension seem etiological- 
ly related in cases of cardiae failure. 25 references. 1 table. 3 figures. 
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The Role of Sodium Chloride in the Mechanism and Treatment of 
Congestive Heart Failure. Louis Leiter, Columbia University College of 
Physicians and Surgeons and Montefiore Hospital, New York, N.Y. Bull. 
New York Acad. Med. 24:702-19, November 1948. 

The important factors in congestive heart failure are discussed in de- 
tail and the central role of the kidneys in the mechanism of chronic conges- 
tive heart failure (or of its more apparent signs, venous congestion and 
edema) is indicated. Evidence suggests that the kidneys behave as a con- 
serving mechanism for salt in congestive failure, just as they do in the 
normal state or in salt depletion, despite the fact that frequently a large 
excess of saline fluid is in the plasma or elsewhere in the extracellular 
spaces. Clinicians agree in the handling of a case of acute congestive fail- 
ure but chronic congestive failure brings varying opinions as to its manage- 
ment, Particular attention is drawn to the problem of the patient who re- 
quires from one to seven doses of mercurial diuretics a week, is useless 
economically and responds less and less to diuretics. Such patients were 
found to respond remarkably well to a balanced low-sodium diet (1.5 to 
2.0 Gm. of salt). The diet may be continued at home since salt-poor bread 
and sodium-free milk are available. Even in the habituated to mercurial 
diuretics patient, this diet brings about a rapid disappearance of edema. 
Edema reaccumulates slowly and only an occasional mercurial is required. 
One of the disadvantages is that a rigid salt-poor diet may bring about a 
further reduction in glomerular filtration and renal blood flow, the exact 
opposite of the therapeutic goal. The salt intake should never be increased 
deliberately in order to produce a better salt diuresis with mercury. Salt 
could be given safely in hypertonic form if the fluid intake were sharply 
curtailed for some days in order to prevent the formation of extra edema 
fluid; thus the consequent rise in serum sodium and chloride ultimately 
might change the renal excretory pattern. While fluids should not be forced 
on the cardiac patient, they need not be restricted. As a last resort severe 
congestive failure may be treated by peritoneal dialysis with 5 per cent 
glucose solution (preferred to frequent abdominal taps or the use of 
Southey tubes). This procedure involves primary electrolyte depletion of 
10 to 20 per cent followed by secondary water loss, with appreciable 
net loss of edema. The extra quantity of salt taken from the peritoneal 
cavity corresponds to the output during an excellent mercurial diuresis. 
The patient may then be maintained at the new weight level by proper 
dietary restriction of salt. In any case such restriction will slow up the 
rate of reaccumulation of ascites and edema. Peritoneal dialysis will give 
poor results in patients with severe renal insufficiency or in those in the 
moribund stage of congestive failure. 46 references. 4 tables. 1 chart. 


The Arteritis Temporalis Syndrome. Ake Frisk, Medical Department, 
Sabbatshberg Hospital, Stockholm, Sweden. Acta med. Seandinay. 130:455- 
67. Fase 5. 1948. 

Since the first description in 1932 by Horton and Magath of the 
temporal arteritis syndrome many additional cases have been reported and 
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better understanding of the condition has been achieved but it appears 
likely that the illness is far more common than ordinarily assumed. Two 
typical cases are reported with the pathologic findings. The etiology of 
the disease is not known. The disease afflicts elderly persons exclusively. 
usually over the age of 60 and women more commonly than men. The 
onset is usually vague, occasionally accompanied by respiratory or rheu- 
matic symptoms. The patients feel tired and ill, with a moderate elevation 
of temperature and an intense paroxysmal headache, not relieved by salicy- 
lates. The pain is usually described as stabbing. There is insomnia, night 
sweats, anorexia and weight loss and marked hyperesthesia of the scalp. 
These symptoms may continue unabated for weeks or months. Then there 
may be difficulty in talking or opening the mouth and the superficial 
temporal artery becomes swollen, reddened, knotty and sinuous, hard to 
the touch and often pulseless. The artery is always extremely tender. After 
some time these local changes disappear again and pulsations may return. 
Patients always show changes of generalized arteriosclerosis but also typi- 
cal arteritis in other vessels, including the central retinal artery. Oc- 
casionally there are signs of cerebral involvement, with mental clouding, 
even stupor and coma. Vision may be impaired, with eye pain, dim or 
double vision or even anopsia. In one survey 24 of 57 cases had ocular 
symptoms of varying degree. There is always a moderate hypochromic 
anemia and slight leukocytosis with increased sedimentation rate. The prog- 
nosis is good although symptoms and signs may persist for many months. 
(An occasional patient with cerebral vascular complications may succumb 
in the course of the illness. Therapy is nonspecific and largely supportive 
and symptomatic. Local diathermy and roentgenotherapy have had slight 
effect. Following biopsy of the artery the headache disappeared in some 
cases while the systemic manifestations continued. The part played by the 
disruption of sympathetic fibers accompanying the artery is uncertain. The 
essential pathologic changes begin as a periarteritis and continue with in- 
volvement of media and intima with resulting thrombosis of the lumen. 
In some areas there is granulomatous tissue in the adventitia with round 
cell infiltration around the vasa vasorum and marked thickening of the 
intima with an acellular basal stratum. The lesions resemble those 
of periarteritis nodosa and the generalized symptoms suggest that temporal 
arteritis is only a local manifestation of a generalized disease. 54 ref- 
erences, 


Dietary Cholesterol. Its Role in Atherosclerosis. Bernard A. Sachs, 
New York, N. Y. Am. Pract. 3:284-89, January 1949, 

Experimental feeding of cholesterol to herbivorous, carnivorous and 
omnivorous animals and to people on high cholesterol diets resulted in 
an increased incidence of atherosclerosis among them. As an illustration, 
New York City records showed a striking incidence of myocardial infare- 
tion occurring before 50 years of age in men whose diets were excessively 
rich in eggs, sour cream, butter, ice cream, or up to 1,500 cc. of milk 
daily. Autopsy records showed about twice the atherosclerosis in obese as 
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in poorly nourished subjects. Conversely, the incidence of atherosclerosis 
is low among Chinese, Eskimos and other people on low cholesterol diets. 
Theories of the pathogenesis of atherosclerosis are briefly reviewed. The 
cholesterol level is the balance between rates at which cholesterol enters 
and leaves the blood. An increased serum cholesterol favors development 
of atherosclerosis but is not essential, rate of transport being the important 
factor. Atherosclerosis is most common in the descending thoracic aorta 
at the origin of the intercostal arteries, the abdominal aorta, especially 
at its bifureation and in the coronary arteries. It is more frequent in the 
legs than in the arms. The thick intima of the coronary vessels, 10. to 
600 per cent of the media, predispose them to the disease. Obesity, hyper- 
tension and familial dietary habits are also predisposing. Foods contain- 
ing the largest amounts of cholesterol are egg yolk, butter, cream in any 


form, oysters, sweetbreads, milk, cheeses made from whole milk and cream 
and animal fat. Adults consume 39 to 109 mg. daily on a fat poor diet 
but up to 1.400 mg. daily on a high fat diet. Substitutes such as oleo- 


margarine for butter should be used when a low cholesterol diet is desired. 
Artichokes and egg plants are excellent decholesterolizing agents, inges- 
tion of eggplant causing a 50 per cent reduction in serum cholesterol levels. 
Excesses of the foods containing most cholesterol should be avoided and 
they should not be eaten by persons having a family history of atherosele- 
rosis. 64 references. 

(The significance of cholesterol as a direct cause of atherosclerosis in 
man is still a highly controversial question. Evidence favoring this relation- 
ship is suggestive but the point is far from demonstrated with scientific pre- 
cision. Diets which are excessively high in fat should be avoided but more 
harm than good is likely to follow restrictions carried out so rigorously that 
the diet becomes unbalanced. There is no doubt as to the deleterious effect of 
obesity, however acquired.—®D. ) 


References to Current Articles 


The Problem of Malignant Hypertension and Its Treatment by Splanchnic 
Resection. Max M. Peet, Ann Arbor, Mich. and Emil M. Isberg, Miami 
Beach, Fla. Ann. Int. Med. 28:755-67, April 1948. 

The Treatment of Angina Pectoris with Propylthiouracil. George Holland- 
er and Harry Mandelbaum, Jewish Hospital, Brooklyn, N. Y. Ann. 
Int. Med. 28:1150-56, June 1948. 

The Course of Beriberi Heart Disease in American Prisoners-of-War in 
Japan. Russell J. Alleman (Major, M.C., A.U.S.) and Gene H. 
Stollermann (Capt., M.C., A.U.S.). Perey Jones General Hospital, 
sattle Creek, Mich. Ann. Int. Med. 28:949-62, May 1948. 
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6. Genitourinary Disorders and Diseases 


Renal Tuberculosis Treated with Streptomycin (Quelques réflexions 
sur un cas de bacillose rénal traité par la streptomycine). Sp. (Economos, 
N. Vryonis and N. Charitos, Athens, Greece. Bull. Acad. nat. méd. 132: 
387-89, June 8 & 15, 1948. 

General consensus of opinion seems to be that streptomycin treatment 
has only a palliative effect on renal tuberculosis in spite of the satisfactory 
action in miliary tuberculosis or even in vesical lesions. A case is reported 
which contradicts this. A 43 year old man with a history of some months 
of flank pain, marked dysuria and hematuria was admitted to the hospital 
for study. Cystoscopy showed marked alterations of the mucous membrane 
around the mouth of the left ureter. Urograms revealed considerable di- 
lation of the left ureter and also the left renal pelvis with somewhat de- 
formed calices. Roentgenogram of the chest showed merely a small calei- 
fied lesion near the left apex. The urine was turbid, contained traces of 
protein, many white cells, no bacteria except rare tubercle bacilli seen in 
stained smears. The patient was given intramuscular streptomycin (2 Gm. 
daily administered in divided doses every three hours). Symptomatic im- 
provement was rapid. Treatment with the same dose was continued for 
two months. The patient gained about 8 pounds and felt quite well. In 
urograms, repeated after one month of streptomycin therapy, there was 
no discernible ureteral dilatation on either side and the pelvis and calices 
looked practically normal. This result is encouraging and though it does 
not prove that cure was obtained, relief was unquestionable. It appears 
possible that the ureteral dilatation may have been functional and that 
the guanidine group of the streptomycin may have exerted a_ beneficial 
tonic effect on smooth muscle of the ureteral wall. 


Reiter's Disease. Report of Five Cases Including Two Successfully 
Treated with Hyperthermia. Edward W. Lowman (Comdr., M.C., U.S.N.) 
and Robert J. Boucek (Lt., M.C. U.S.N.), U.S. Naval Hospital, Philadel- 
phia, Pa. Ann. Int. Med. 28:1075-86, June 1948. 

About 300 cases of Reiter’s disease have been reported. Typically, 
there is a sudden onset of mild or severe urethritis followed by conjunctivi- 
tis and arthritis; evolution of the disease takes four to eight weeks. Most 
patients are between 20 and 30 and all are men. The causative agent 
has not been definitely determined but recently the so-called L organisms 
have come under suspicion. The course of the disease is seldom septicemic 
and usually culminates in complete remission within two to five months. 
The persistent and principal disabling feature is arthritis. The weight bear- 
ing joints in particular may be involved. On roentgen examination the 
most common finding is osteoporosis, periosteal proliferation being noted 
less frequently and, rarely, bone destruction. There is a moderate elevation 
of the sedimentation rate and a moderate increase in polymorphonuclear 
cells (both increases paralleling the acuteness of the disease). The various 
cutaneous lesions seen are simple erythemas, urticarial or erythema nodo- 
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sum-like lesions, hyperkeratosis or hemorrhagic or vesicular eruptions. One 
of the 5 cases presented here had vesicular penile lesions. The 1 case 
which did not present the typical eye symptoms probably had an incomplete 
form of the disease. The cases are reported in detail. Two cases (1 patient 
unable to walk for six months before treatment because of joint involve- 
ment) were treated with penicillin and fever therapy responded specifical- 
ly. Follow-up showed minimal residua in 1] case and no residua in the 
other. 24 references. 


Successful Nephrectomy in a Case of Malignant Hypertension. J. H. 
Wright and FE, A. Marshall, Royal Infirmary, Glasgow, Scotland. Glasgow 
M. J. 29:362-63. October 1948. 

\ case of malignant hypertension is described in a young woman 
successfully treated by nephrectomy in whom radiologic investigation in- 
dicated disturbed function of the kidney but macroscopic and microscopic 
examination by pathologists failed to reveal any significant abnormality. 
The patient was a 21 year old girl who was admitted to hospital with 
a blood pressure of 216/160 and a history of headaches, lassitude and 
general malaise for eighteen months. There was a constant albuminuria 
between 6 and 7 parts Esbach and a blood urea of 24 mg. per cent. Micro- 
scopic examination of the urine showed only epithelial debris. Intravenous 
pyelogram showed an ill defined shadow of an apparently unusually small 
right kidney. Retrograde pyelogram showed some clubbing of the calix 
of the right kidney but a normal left kidney. Right kidney urine was 
sterile. The patient became worse with almost constant nausea, dimness of 
vision and some haziness of the optie disk margins. Right nephrectomy 
was performed thirteen days after admission, no kidney or vascular ab- 


normality being detected during operation. The systolic blood pressure fell 


to 110 when the kidney was removed and the blood pressure was 84/60 
the first and 126/74 the second postoperative day. It was 120/70 to 126/78 
during the rest of her stay in hospital. Albuminuria fell to 's to 2 parts 
Esbach immediately postoperatively and remained there until her dis- 
charge. Pathologie report showed a small kidney with well preserved 
normal markings and no increase of fibrous or elastic tissue. Glomeruli 
and tubules appeared normal and interstitial fibrous tissue was not in- 
creased. There was no evidence of pyelonephritis. Recheck three months 
later showed no symptoms except having to rise once at night to void. 
Her weight had increased by 5 pounds: blood pressure was 118/70: blood 
urea 20 mg. per cent; there was only a trace of albumin in the urine. 
Electrocardiogram and roentgenogram of the chest were normal. She was 
still symptom free two years later with a blood pressure of 110/70 and 
blood urea 24 mg. per cent, urea clearance test 90 per cent of average 
normal and no albumin in urine.—Author’s abstract. 

Roentgen Therapy of Carcinoma of Female Urethra and Vulva. Franz 
Buschke and Simeon T. Cantril, Swedish Hospital, Seattle, Wash. Radiology 
51:155-65, August 1948. 

Contrary to prevalent assumption that roentgenotherapy in adequate 
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doses is not tolerated by the vulvar mucosa, curative results with good 
function can be accomplished with proper selection of cases and careful 
attention to details of procedure, particularly quality of radiation and 
time distribution. Four cases of carcinoma of the vulva were treated with 
external roentgenotherapy to the primary lesion (200 kv., 2 mm. Cu). 
Of the 4 cases of carcinoma of the female urethra, 3 were well for periods 
of five, four and two years respectively; | is alive with lymphatic spread. 
Of the 8 cases of inoperable carcinoma of the vulva, 5 are well (7, 4!», 
214, and 114 year respectively) and 3 died (metastases). For the small 
fields necessary to includes the urethra, (3 to 31 em. diameter) doses up 
to 5,000 r (measured on the skin) in about twenty-five days are toler- 
ated by the mucous membrane. A higher dose given in 1 case (5,650 r in 
twenty days) led to severe reaction with some permanent cicatrical stric- 
ture though the disease was controlled. For the less differentiated tum- 
ors of the vulva, doses between 4,000 and 4,500 r in twenty to twenty-six 
days were found sufficient and were well tolerated even over the larger 
areas. Because of the unavoidable mucosal reaction, roentgenotherapy is 
not considered as the treatment of choice for all cases but the authors feel 
that it has undoubted preference in early carcinoma of the urethra and 
periurethral vulva in which operation would be mutilating and in advanced 
carcinomas of the vulva which are beyond surgery. For small carcinomas 
in the labia. clitoris and commissures, surgical excision is preferable. Roent- 
genotherapy is contraindicated in carcinoma of the vulva on the basis of 
leukoplakia where it leads to necrosis without control of the disease. The 
management of the regional lymph nodes is not discussed. 4 references. 
2 tables. 12 figures.—Author’s abstract. 


References to Current Articles 
Functional Patterns in Renal Disease. A. C. Corcoran, R. D. Taylor, and 
Irvine H. Page, Cleveland Clinic, Cleveland, O. Ann. Int. Med. 28: 
560-82, March 1948. 
The Effects of Shock on the Kidney. Donald D. Van Slyke, Hospital of 
the Rockfeller Institute for Medical Research, New York, N. Y. Ann. 
Int. Med. 28:702-22, April 1948. 


7. Gastrointestinal Disorders and Diseases 


The Significance of Weight Loss as Observed in a Gastrointestinal 
Clinic. Carl F. Baumeister and Duane D. Darling, University of Illinois, 
College of Medicine, Urbana, Ill. Gastroenterology 10:792-96, May 1948. 

\ series of 227 patients with gastrointestinal disease were studied 
with chief regard to weight loss. Loss of weight was found to be of great 
significance as a diagnostic aid in patients with gastrointestinal complaints. 
Organic disease was present in as high an incidence in females as in males 
but in women the chances of weight loss being organic was only about 
one-seventh as great as in males. Most patients below the age of 20 showed 
no weight loss and these cases were generally functional. If weight loss 
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did not oceur after the age of 60 the case was more apt to be organic; 
with any appreciable amount of weight loss, the case was almost certain 
to be organic in nature. The importance of weight loss was apparent be- 
tween the ages of 21 and 60 in which range nine-elevenths of the cases 
were found. Without weight loss the chance was equal or just greater than 
equal that the cases was functional. With weight loss the chances were 
3:1 that the case was organic in type. The significance of the presenting 
complaint with or without weight loss was determined. In cases with pain 
and/or dyspepsia and no weight loss, the number of organic and functional 
cases was approximately equal. With weight loss the ratio of organic to 
functional cases was 3:1. When there was change of bowel habit and no 
weight loss. there were twice as many functional as organic cases. Pain 
with weight loss spoke strongly for organic disease. Pain alone or combin- 
ed occurred in 157 of the 227 cases. In organic disease of the stomach, 
colon and rectum, about one-half the group showed weight loss: 15 on 
more pounds were lost in 80 per cent of the cases involving the stomach, 
in 83 per cent involving colon and rectum and in 62 per cent involving 
miscellaneous sites. There were 48 cases of organic disease of the vall- 
bladder and 31 of the duodenum: only one-fifth of the gallbladder cases 
and one-fourth of the duodenal cases showed weight loss. Half the cases 
lost 15 or more pounds. There were only 11] cases of malignancy. Four 


were of the stomach. all of which showed a weight loss. the average being 


7 pounds. Two were of the esophagus and showed no weight loss. One of 
the cecum had a mimimal weight loss. 6 tables. 


The Effects of Certain So-Called Antispasmodics on Intestinal Motili- 
tv. E. Leonard Posey. Jr.. Mayo Foundation and J. Arnold Bargen, William 
H. Dearing, and Charles F. Code. Mayo Clinic, Rochester, Minn. Gastroen- 
terology 11:344-56, September 1948. 

The motor functioning of the human intestinal tract is a complex 
form of activity made up of three basie compounds: tone-motility and the 
intersegmental relationships including coordination and incoordination. 
Abnormalities in motor function arising in various organic and functional 
states may involve any of these three components either separately or in 
various combinations and produce a variety of symptoms including diar- 
rhea, constipation, bloating and cramping. The management of motor dis- 
turbanees usually consists of the administration of so-called antispasmodic 
drugs. It is obvious that only by ascertaining the effect of a drug in man 
following its usual method of administration can we be certain of its 
action. It is, therefore, surprising that there have been no extensive studies 
of the effects on the intestinal motility of human beings of antispasmodics 
administered by mouth particularly since it is by the oral route that these 
drugs commonly are prescribed. We have undertaken a survey of several 
so-called antispasmodics in their recommended therapeutic dosages, em- 
ploying the oral route of administration in an effort to determine whether 
these drugs alter either intestinal tone or motility in these amounts when 
so administered. Twenty-four subjects possessing suitable enteric or colonic 
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stomas were utilized. A tandem balloon-photokymographic technic was em- 
ployed. The studies were made one hour after a light breakfast. Following 
control observations, each drug was given with 100 ce. of water and a 
continuous recording of intestinal activity was made for sixty to ninety 
minutes later. The drugs included in this investigation are: Amethone, Octin 
NU-72-4D, (a newly synthesized antispasmodic), Pavatrine, Syntropan, 
Novatrin, Trasentine, phenobarbital, ephedrine and atropine. To each of 
these preparations there has been ascribed by others the common ability 
to diminish the tone and inhibit the motility of the gastrointestinal tract. 
It should be pointed out that the intersegmental relationships were not 
observed to be affected by any of the preparations studied. The majority 
of the drugs were totally without effect. No single drug was found to 
affect both tone and motility. All drug effects noted were more or less 
transitory in nature. Since competent observers have found the antispas- 
modics we have studied to be effective following their injection into ani- 
mals and man we should consider the probable causes of the difference 
of results following their oral administration. There seem to be three 
principal factors involved: (1) recommended therapeutic amounts may be 
too small to allow effective concentrations to obtain following oral ad- 
ministration (contributing to this factor are the possibilities of incomplete 
or slow absorption coupled with rapid destruction); (2) it is unlikely 
that acetylcholine released intracellularly by the parasympathetic nerves 
is prevented from accomplishing its usual excitatory effects by these drugs: 
(3) parasympathetic inhibition does not necessarily result in the domina- 
tion of the sympathetic impulses (should the inhibitory sympathetic not 
hecome dominant, it is likely that much of the inhibitory effect of an 
antispasmodic would be lost). In support of this statement is the enhanced 
effect of the parasympathetic depressant, atropine, when coupled with the 
sympathomimetic ephedrine over atropine alone. There is no conclusive 
evidence that spasm or hypermotility, localized or generalized, is -affect- 
ed by this group of drugs to the exclusion of the remainder of the gastro- 
intestinal tract. If an antispasmodic were capable of producing its implied 
effects of motility inhibition and tonus depression, what would be the net 
result in regard to the bowel? Obviously, a functional paralytic ileus would 
be produced. The bowel would be both atonic and nonmotile, in effect 
paralyzed. Such a state is no more normal or desirable than the supposed 
hypermotility and spasm for which antispasmodies are given. It is doubt- 
ful that indications for producing paralytic ileus for therapeutic purposes 
frequently arise. As previously stated, motor abnormalities affect tone, 
motility or the intersegmental relationships either singly or in various 
combinations despite the fact that they are rarely recognized as such. These 
are specific disturbances and demand specific therapy. At the present time 
there are no preparations known which specifically correct these abnormali- 
ties. Every effort should be made to develop such badly needed drugs. 
30 references. 4 figures.—Author’s abstract. 

(These observations are interesting in that they arouse a healthy skep- 
ticism as to the usual explanation of the therapeutic effects of the anti- 
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spasmodic drugs. There is no reasonable doubt that some of these drugs 
in adequate doses may relax spasm, as is demonstrable often by repeated 
roentgenologic examinations. Many patients with symptoms reasonably at- 
tributable to spasm are relieved by their oral administration, though larger 
loses than those routinely recommended may be required. The mechanism 
by which their relief is obtained obviously needs more critical study. The 
creation of a paralytic ileus certainly is not a desirable therapeutic ob- 
yective.—ED. ) 


Small Intestinal Motility in Acute Dysentery. George P. Keefer, Phila- 
delphia, Pa. Am. J. Roentgenol. 60:587-92. November 1948. 

Roentgenographic studies of the small intestine were made in a group 
of 14 soldiers in the China-Burma-India Theater who had had severe watery 
diarrhea of 15 to 20 stools daily for one to four days. They had just 
completed a 600 mile train trip but had been perfectly well at the start. 
It was felt that they had acquired an intestinal infection on the train but 
stool culture of only 1 patient showed the Shigella paradysenteriae Flex- 
ner. Each patient was given 5 ounces of barium suspended in 5 ounces of 
water and horizontal roentgenograms at one-half hour intervals commenced 
before any medication or fluids were given. Progress of the barium was 
observed until it reached the cecum and single abdominal roentgenograms 
made twenty-four and forty-eight hours afterwards. From the symptoms. 
it was expected that intestinal motility and passage of the barium meal 
through the bowel would be unusually rapid. Instead. the motility was 
definitely delayed in most cases. almost to stasis, although frequent stools 
were passed during the examination period. The barium column moved 
rapidly through the jejunum but puddled in the pelvic ileum. It was there- 
fore expected to find a hypotonic or lazy bowel but the ileal loops were 
essentially normal in caliber. This delayed motility is unexplained. Hypo- 
motility occurs in advanced deficiency states and in diseases of the liver 
and biliary tract but these patients had none. It is thought possible that 
fluid balance may be a considerable factor in determining motility. Ex- 
perimental intravenous injection of dysentery endotoxin causes a severe 


inflammation of the mucosa of the large intestine which explains the path- 
ology and symptoms of these patients. The chief pathology of bacillary 
dysentery occurs in the colon but some believe that the terminal 12 to 
15 em. of the ileum also is involved in about half the cases. Bockus be- 
lieves that delay in the terminal ileal loops may occur when considerable 
swelling and hyperemia are present there in acute bacillary dysentery. 
It is also possible that an inflammatory process at or near the ileocecal 


junction may cause ileal stasis through activation of a nerve reflex mechan- 
ism. 7 references. 2 figures. 
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Studies on Carbohydrate Metabolism in Patients with Gastric Cancer. 
Defective Hepatic Glycogenesis. Effects of Adreno-Cortical Extract. NV. F. 
Young. J. C. Abels. and F. Homburger, Sloan-Kettering Institute for Cancer 
Research, New York, N. Y. J. Clin. Investigation 27:760-65, November 
1948. 

Patients with gastric carcinoma have various metabolic dysfunctions 
which tend to cause malnutrition in spite of an adequate diet. Study of 
carbohydrate metabolism in these patients showed that glucose given them 
by stomach tube is not transformed into hepatic glycogen but that this 
can be corrected by giving them adrenal cortical extract. This defect is 
not similar to that of Addison’s disease nor of adrenalectomized animals. 
Such subjects also are markedly sensitive to insulin. Studies of liver glyco- 
gen depletion after fasting, of hepatic glycogenesis from administered dex- 
trose and of the regulation of blood sugar in cases of cancer of the stomach 
showed that the gluconeogenesis from endogenous sources proceeds normal- 
ly in these patients, fasting concentrations of liver glycogen and the be- 
havior of blood sugar and nitrogen excretion during a sixty-two hour fast 
being normal. These patients also normally responded to separate intra- 
venous injections of dextrose and insulin as well as to repeated test in- 
jections of dextrose at two hour intervals. Insulin had no effect upon the 
disturbed hepatic glycogenesis. The mechanism of this defective hepatic 
glycogenesis from administered glucose is poorly understood but seems 
independent of tumor metastases or total tumor mass. The fact that the 
simultaneous preoperative administration of glucose and adrenal cortical 
extract promptly corrects this defect indicates that these measures should 


be used in the preparation of patients for major abdominal surgery, es- 
pecially of gastric cancer. 14 references. 3 tables. 5 figures. 


Observations on the Treatment of Chronic Hypertrophic Gastritis 
with Shortwave Diathermy. Eddy D. Palmer (Capt., M.C., A.U.S.), Walter 
Reed General Hospital, Washington, D. C. Rey. Gastroenterol. 15:233-41, 
March 1948. 

The therapeutic effects of shortwave diathermy were studied on 30 
white patients (28 men and 2 women) with symptomatic chronic hyper- 
trophic gastritis. The shortwave machine produced 22 M. waves at 13.66 
megacycles and was set between 175 and 200 ma. The drum was centered 
over the subcostal margin just to the left of the midline with the patient 
supine. The treatment consisted of thirty minutes of diathermy six days 
a week for thirty treatments. Diathermy did not affect significantly the 
gastric volume or acid concentration or alter secretion in any way which 
could influence the disease. Treatment did not influence the subjective or 
gastroscopic course of the disease. The danger of producing bleeding or 
other complications was inconsequential. In 1 patient who had another 
upper gastrointestinal disease, probably etiologically related to the gastri- 
tis, histologic study of the resected stomach following a course of diathermy 
showed nothing which could suggest favorable influence from the treat- 
ment. 14 references. 4 tables. 1 figure. 
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A New Protein Hydrolysate for the Treatment of Peptic Ulcer. Nathan 
Steinberg, Community Hospital, Philadelphia, Pa. Rey. Gastroenterol. 15: 
319-32, April 1948. 

A new protein hydrolysate (Publicker Industries, Inc., Philadelphia, 
Pa.) was prepared from the action of a vegetable ferment (papain) with 
yeast complex enzymes on defatted soybean flour. The resultant mash, 
when dehydrated, produced a powder containing 80 per cent of the hydro- 
lyzed soybean and 20 per cent yeast. Approximate analysis showed 50 
per cent protein, | per cent fat and 33.5 per cent amino nitrogen. It was 
pleasant to taste (assuring better cooperation from patients) and relatively 
cheap. Availability of such a concentrated antacid nutriment suggested the 
possibility that a preparation of protein hydrolysate, mixed with olive oil 
to form an emulsion, might replace the continuous intragastric milk drip, 
described by Winkelstein. Preliminary studies were made on 2 patients by 
giving each 100 ce. of this emulsion with the addition of 1 ounce of 
barium sulfate. Follow-up studies by serial roentgenograms showed that 
the emulsion remained in the stomach for six hours. Twenty-one patients 
(18 men and 3 women) with symptoms of active peptic ulcer were treated 
with protein hydrolysate therapy. Within twenty-four to forty-eight hours 
all patients obtained relief from pain and ceased vomiting and all except 
3 gained weight. Of 5 patients placed on protein hydrolysate 1 who had 
been vomiting prior to treatment, gained weight, | retained his weight and 
the 3 others lost weight. Another group of patients placed on the same 
diet plus 5 per cent whole protein in the form of 1 ounce of milk added 
to each hourly feeding showed gain in weight equal to those on combined 
protein hydrolysate—Sippy diet. The reason for the loss of weight in the 
first group may be the absence of sufficient amounts of an unknown bio- 
logie factor (streptogenin) found only in whole protein. It appears that 
these products will serve best as an adjunct to older ulcer therapies rather 
than as a substitute for them. This type of therapy has been found to be 
the method of choice in patients with complete gastric retention. When 
there is severe pain and vomiting and it is not expedient to make a roentgen 
examination of the patient prior to beginning treatment, exclusive protein 
hydrolysate feedings should be started. 2 tables. + figures.—Author’s ab- 
stract. 


Treatment of Gastroduodenal Peptic Uleers with Protein Hydrolysate 
and a Nonreactive Aluminum Hydroxide Preparation. 4. XV. Rossien, Kew 
Gardens, N. Y. Rey. Gastroenterol. 16:34-52. January 1919, 

The recommended routine of treatment for peptic ulcer patients is 
as follows: 

8 A.M. Breakfast 

9 A.M. Antacid mixture 

10 A.M. Protein hydrolysate 
11 A.M. Antacid mixture 
12 Noon Luncheon 


1 P.M. Antacid mixture 
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2 P.M. Protein hydrolysate 

3 P.M. Antacid mixture 

6 P.M. Dinner 

7 P.M. Antacid mixture 

8 P.M. Protein hydrolysate 

9 P.M. Antacid mixture 

10. P.M. Retire for night 

(An extra dose of antacid mixture was used for symptoms ap- 
pearing between 4 and 6 P.M. and after 10 P.M.) 

In order to supply the patient with the average total daily require- 
ment of 150 Gm. of protein, 100 Gm. were contained in the diet and the 
remaining 50 Gm. were given in the form of protein hydrolysate in three 
divided doses. In order to control the secretagogue effect of protein 
hydrolysate an antacid (nonreactive aluminum hydroxide gel preparation) 
was given one hour after the protein hydrolysate and one hour after meal 
The dose was 2 drams and contained sodium phenobarbital 14 grain and 
atropine sulfate 1/200 grain. 

Prior to the institution of treatment detailed history was taken, a physi- 
cal examination made and studies of the gastrointestinal tract were done 
(except in | case of bleeding). The diet prescribed was bland, low residue. 
high calorie. The patient also received a multivitamin emulsion mixture. 
In this series the peptic ulcer had little bad effect on the appetite but after 
the start of treatment all experienced an increase in appetite. This manage- 
ment also resulted in subsidence or improvement in the following symp- 
toms: hunger pains. belching, heartburn, nausea, vomiting, abdominal pain, 
diarrhea and constipation. Twelve of the 15 patients showed an average 
gain in weight of 5.72 pounds. Roentgenologic examination showed either 
inactivation or nonvisualization of the ulcers in 80 per cent (12 patients): 
the corresponding percentage for 18 patients receiving protein hydrolysate. 
1 ounce per 50 pound of body weight daily, was 83 per cent. for 20 patients 
receiving aluminum-dihydroxy-aminoacetate, 1 Gm. before and after meals 
and before retiring, was 40 per cent. This management is not regarded as a 
cure. 14 references. 8 tables. 7 figures. 


Penicillin in the Treatment of Peptic Ulcers by Continuous Gastric 
Drip. Richard W. Young, Baton Rouge. La. New Orleans M. & S. J. 101: 
75-77, August 1948. 

In this series of 54 cases there were 3 prepyloric ulcers and 51 duo- 
denal ulcers. The method was not used in gastric uleer because of the 
danger of cancer. A No. 12 Levine tube attached to a 1.000 ce. Abbott 
drip bottle is used for the, intragastric drip. The formula for the drip 
solution is 200,000 units of penicillin in 1.000 ce. tap water with 2 drams 


of soda bicarbonate. The apparatus is regulated to give a continuous drip 
of 60 drops per minute, averaging 3 bottles of solution in twenty-four 
hours. Treatment was continued for eight to fifteen days; the majority 
of the patients were treated for ten days. This method of treatment was 
begun in June 1946. In the first cases, nothing was given by mouth during 
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treatment but infusions of 5 per cent glucose in normal saline (1,000 ce.) 
were given daily. Later, patients were allowed to be up during the day; 
10 per cent glucose was given every other day and a glass of sugar water 
by mouth once or twice daily. The use of vitamins and amino acids was 
not found to be of much benefit since patients to whom they were given 
complained of hunger, which caused an increase in the gastric HC1 con- 
tent; their use was discontinued. The position of the tube in the stomach 
must be checked daily either by taking a sample from the tube or by 
fluoroscopy. If bile is found in the sample it indicates that the tube is 
in the duodenum. If the tube slips down into the duodenum it should be 
pulled up so that the end of the tube is at the junction of the middle and 
lower third of the stomach. Of the 54 cases treated by this method, 53 
were relieved of symptoms and showed roentgenologic evidence of healing 
at the end of the drip treatment. Pain usually subsided in two or three 
days. At the end of the third day the total acidity of the gastrie contents 
was 4 to 12, with no free HCl. Only 3 patients had difficulty in taking 
the treatment. In 1 case the treatment was interrupted because of passage 
of a renal stone and later resumed successfully. In 2 patients it was stopped 
because of a penicillin rash but 1 of these patients since had been treated 
successfully by the penicillin drip method with use of Benadryl. Of the 
53 patients discharged as cured none has reported a recurrence of symp- 
toms. | reference. 


Acute Peptic Ulceration Accompanying Bulbar Poliomyelitis. Report 
of Two Cases. Edward C. Heyde and Sam Robinson, Ohio State University 
College of Medicine, Columbus, O. Gastroenterology 11:519-22, October 
1948. 

Acute gastrointestinal ulceration has been reported as a complication 
of many intracranial diseases both localized and diffuse but never ae- 
companying bulbar poliomyelitis. The 2 cases presented showed shallow 
erosions around the cardia in the first instance (a young girl) and two 
acute duodenal ulcers in the second (a young adult male). The first pa- 
tient was given oxygen by nasal catheter; at autopsy a large ragged gastric 
perforation was found. which probably resulted from gastric distention 
with oxygen. Whether an ulcer had been present here, thus increasing the 
likelihood of perforation, could not be proved at autopsy. The possibility 
of such a complication in bulbar poliomyelitis should make one cautious 
about any procedures which might cause undue gastric distention or trau- 
ma. 8 references.—Author’s abstract. 


An Anion Exchange Resin for the Medical Management of Peptic 
Uleer (Preliminary Report). Jerome A. Marks, New York, N. Y. Rev. 
Gastroenterol. 16:82-84, January 1949, 

This anion exchange resin (Resinat, National Drug Co., Philadelphia, 
Pa.) was employed in a series of 30 cases in order to further evaluate 
its usefulness in the symptomatic therapy of peptic ulcer. The majority 
previously had used various types of orthodox antacids without relief. This 
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anion exchange resin (200 Mesh) could be obtained in two forms: cachets 
of 1 Gm. or capsules containing 0.25 Gm., Both forms were used inter- 
changeably, the ordinary dose being 1 cachet or 2 to 4 capsules every 
two hours during waking hours and additional doses if needed for pain 
at night. With the subsidence of symptoms the dose was given every three 
hours and this schedule maintained for at least four to six weeks. A 
generous bland diet was prescribed. Other medication such as sedatives 
and antispasmodics, was restricted as much as_ possible. Twenty-three 
(76.6 per cent) were completely symptomless in five days or less, while 
2 were relieved to a greater extent than with other alkali therapy. No 
complaint was made of any side-effects and none were demonstrable 
clinically. In a follow-up period of fourteen months, two recurrences have 
been noted, one three months after stopping the resin and one after a 
week’s omission of the preparation. 6 references. 2 tables. 


The Practical Value of Liver Function Tests in Clinical Medicine. 
Donald F. Marion and John M. Rumball, Miami, Fla. South. M. J. 41: 
601-14, July 1948. 

Observations on a series of 66 patients are presented and six liver 
function tests discussed. Any satisfactory group of liver function tests 
should include both sensitive tests and those determining more extensive 
liver damage in terms of prognosis and surgical safety. The bromsulfalein 
retention test serves both these purposes because it accurately records 
clinically undetected latent hepatic impairment and also indicates the 
amount of damage in cases of severe liver injury. In cases of acute he- 
patitis or early cirrhosis, total clearance will have occurred in a second 
sample taken one hour after injection of the dye but there is slight change 
in a similar specimen in advanced cirrhosis or extensive metastatic carci- 
noma of the liver. Both the thymol turbidity and cephalin cholesterol floc- 
culation tests accurately indicate early parenchymal cell damage in acute 
toxic or infectious hepatitis, as well as latent impairment in convalescent 
cases or those not apparent clinically. It is questionable which of these 
is the better test but both are easy to perform and should be included in 
any group of liver function tests so that they may be checked against each 
other in case of unexplained discrepancies. The urinary urobilinogen test 
has a dual function as abnormalities of different significance may appear 
above or below the normal reading range. Persistent absence of urobilino- 
gen from the urine indicates possible extrahepatic biliary obstruction if 
the stools do not contain bile pigments but abnormal elevations indicate 
impaired hepatic secretion because of probable active disease or injury. 
Another advantage of this test is that the Wallace and Diamond technic 
is so simple that it may be done at the bedside. The serum phosphatase 
test is included because it apparently gives valuable information in many 
borderline cases of long continued jaundice, aiding in the differential 
diagnosis between a chronic hepatitis and extrahepatic biliary obstruction. 
The serum phosphatase usually is elevated at some time in chronic he- 
patitis but the curves differ materially from those of extrahepatic obstrue- 
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tion. Repeated estimations of serum albumin and globulin are of marked 
practical value in determining the prognosis of a case with extensive liver 
damage. It is unfavorable when albumin values of less than 2.5 Gm. per 
100 ce. cannot be increased by intensive high protein administration. The 
oral galactose tolerance test aids in the differential diagnosis of cases 
of early jaundice suspected of having extrahepatic obstruction. The urinary 
excretion of more than 3 Gm. five hours after the oral administration of 
10 Gm. of galactose is rare in early jaundice caused by bilary obstruction 
hut common when the result of early acute infections or toxic hepatitis but 
the test is not useful in late jaundice. For determining the ratio between 
total cholesterol and cholesterol esters and the oral or intravenous hippuric 
acid excretion tests are valuable but undesirable because of the time and 
careful technic required. The six tests mentioned should be used routinely 
in all kinds of liver disease as they greatly aid accurate diagnosis, practical 
and successful treatment and are not beyond the capacity of the average 
-mall clinical laboratory. 18 references. 11 charts. 


The Present Status of Liver Function Tests Including Observations on 
the Newer Flocculation Procedures. Maurice Bruger and Elliot Oppenheim, 
Vew York Post-Graduate Medical School and Hospital, New York, N. Y. 
Bull. New York Acad. Med. 25:16-31, January 1949, 

Bilirubin in the serum and the urine are not tests for evaluating the 
functional capacity of the liver but they are important in diagnosing liver 
and biliary tract disease. Quantitative measurement of the bilirubin in the 
serum is the most accurate index of jaundice, while detection of bilirubin 
in the urine is of value in the preicteric stage of infectious hepatitis and 
may be used for screening purposes during a search for early signs of 
hepatic involvement following exposure to certain industrial poisons. De- 
termination of the icterus index is suitable as a rough clinical guide but 
when the presence or absence of jaundice is questionable, the quantitative 
serum bilirubin test is the one of choice. The indirect and direct van den 
Bergh reactions are not of help in differentiating between hepatocellular 
and obstructive jaundice but this test is an aid in the differential diagnosis 
of jaundice by the detection of hemolytic jaundice, only an indirect re- 
action being obtained in this type of jaundice. Urobilinogen is persistently 
absent from the urine in complete obstruction of the extrahepatic tvpe: 
it is between very low and normal (or slightly above normal) in incomplete 
extrahepatic obstruction. In the acute phase of hepatocellular jaundice, 
urinary urobilinogen is absent or low, gradually increasing to normal or 
above, during recovery. When jaundice is due to cholangiolitis, there may 
be an absence of urobilinogen in the early stages. If the presence or ab- 
sence of bile in the gastrointestinal tract is to be established, serial de- 
terminations of urinary urobilinogen often are required. Bromsulfalein 
excretion is the most acceptable of the procedures for testing the excretory 
functional capacity of the liver but the test has limited value in the pre- 
sence of jaundice. The galactose tolerance test is the one of choice for 


estimating the liver’s carbohydrate function (impaired renal function al- 
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lows considerable error). This test, positive in acute and chronic parenchy- 
mal liver disease, is useful in differentiating parenchymal and obstruc- 
tive jaundice. Total cholesterol and cholesterol partition tests are of help, 
the decrease in cholesterol esters being a better indication of the severity 
of damage to the liver than as a means of differentiating between parenchy- 
matous and obstructive jaundice. A reduction in the serum albumin is the 
most consistent alteration in the serum proteins of patients with chronic 
advanced liver disease. Patients with cirrhosis of the liver may show a 
rise during clinical improvement; decreasing or persistently low serum 
albumin concentration is a poor prognostic sign. The flocculation tests de- 
termine qualitative and quantitative alterations of various fractions of the 
serum proteins which result from disturbed activity of the liver’s parenchy- 
mal cells. The thymol turbidity and cephalincholesterol test supplement each 
other since in acute hepatitis the cephalin-cholesterol flocculation becomes 
positive earlier than the thymol turbidity test while the latter stays posi- 
tive longer during convalescence, as a rule. The colloidal red test, a simple 
and sensitive procedure, seems to parallel the cephalincholesterol floccula- 
tion and thymol turbidity tests. The zine sulfate precipitation test may be 
positive in cases of hypergammaglobulinemia caused by something other 
than liver disease. This test is particularly helpful in detecting persistent 
liver disease after infectious hepatitis. Differentiation between hepatogen- 
ous and extrahepatic obstructive jaundice often is facilitated by noting 
the response of the prothrombin time to the parenteral administration of 
synthetic vitamin K. If renal function is unimpaired, liver damage is in- 
dicated if, after 6 Gm. of sodium benzoate is given orally, less than 2.5 
Gm. of hippuric acid are excreted in the urine in four hours time. Hippuric 
acid synthesis is reduced in acute and chronic parenchymal disease and in 
metastatic carcinoma of the liver but normal in obstructive jaundice with- 
out secondary biliary cirrhosis. An obstructive lesion is indicated in an 
adult with jaundice if the alkaline phosphatase exceeds 13 units. Proper 
evaluation of the serum alkaline phosphatase is of real value in the dif- 
ferential diagnosis of jaundice. A simple schema is presented which co- 
ordinates the most important tests and allows analysis of diseases of the liver 
and/or biliary tract according to the presence or absence of jaundice, acute 
or chronic parenchymal damage, intrahepatic obstruction and extra hepatic 
obstruction. The schema is neither complete nor infallible and is intended 
only as a framework. 52 references. 2 tables. 1 figure. 


Critique on Sequelae of Viral Hepatitis. /rving B. Brick, George- 
town University School of Medicine, Washington, D. C. Am. J. Digest. 
Dis. 15:364-67, November 1948. 

The data available on viral hepatitis have been studied in order to 
determine whether sequelae occur following an attack of viral hepatitis, 
the pattern formed by these sequelae, and the way in which they may he 
recognized. The term chronic hepatitis is applied to those cases in which 
the disease fails to subside within four months: In about 5 to 10 per cent 
of the properly managed acute cases the disease persists or a chronic active 
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hepatitis characterized by intermittent periods of disability. In improperly 
managed cases, this incidence may be as high as 28 per cent. The clinical 
picture in chronic hepatitis is one of severe lassitude, easy fatigability 
associated with headaches, pain or discomfort in the upper right quadrant, 
and sometimes loose stools and intestinal cramps, fat intolerance, anorexia, 
loss of weight and mental depression (similarity to psychoneurosis is em- 
phasized). Physical findings may or may not include tenderness and en- 
largement of the liver. Exacerbations of the condition may be precipitated 
by attacks of malaria, pneumonia and dysentery, exposure to aleohol and 
anesthetics and overexertion. Proper laboratory data are needed for com- 
plete clinical evaluation. The laboratory tests considered most valuable 
in the detection of this condition are the thymol turbidity test (best single 
test) and the cephalin cholesterol flocculation, bromsulfalein retention (5 
mg. per kilogram), quantitative serum bilirubin and quantitative urine 
urobilinogen tests. Liver biopsy should be reserved for those cases in which 
the clinical and laboratory findings are equivocal. At the present time 
there is strong evidence that cirrhosis may be caused, directly or indirectly, 
by viral hepatitis. The percentage of the cases of chronic hepatitis which 
progress to cirrhosis is not yet known. 25 references. 


The Use of Concentrated Human Serum Albumin in the Treatment 
of Cirrhosis of the Liver. Henry G. Kunkel, Daniel H. Labby. Edward 
H. Ahrens, Jr., Robert E. Shank and Charles L. Hoagland, Rockefeller Insti- 
tute for Medical Research, New York, N.Y. J. Clin. Investigation 27 :305-19, 
Pt. 1, May 1948. 


The clinical and laboratory data, before and after albumin therapy. 
on 17 eases of chronic liver disease are presented in tabular form. In all 
cases the diagnosis was well established. Ascites was demonstrable at the 
time of the initial albumin administration in 15 cases. Rapid loss of edema 
and ascites occurred in 9 of the 15 patients with fluid retention and de- 
layed loss in 5. In the 9 patients, protein ceased to be lost in ascitic fluid. 
dietary protein intake increased and positive nitrogen balance occurred. 


The amount of albumin necessary to eliminate ascites varied from 4 to 
80 units and seemed dependent on the relative role of portal obstruction 
in the causation of fluid accumulation, rapidity with which the patient 
accumulated fluid, duration of the accumulation of fluid prior to albu- 
min therapy and concentration of antidiuretic principle present in the 
urine of patients receiving treatment. 14 references. 3 tables. 6 figures. 


References to Current Articles 

Clinical and Gastroscopic Observations on Prolapse of the Gastric Mucosa. 
Howard F. Van Noate (Capt., M.C.. A.U.S.), William T. Arnold 
(Capt., M.C.. A.U.S.) and Eddy D. Palmer (Major, M.C., A.US.). 
Walter Reed General Hospital, Washington, D. C. Rey. Gastroenterol. 
15:696-701. September 1948. 

Pruritus in Hepatic Disease. S. E. Schechter and H. Necheles, Michael 
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8. Blood and Lymphatic Disorders and Diseases 


Tentative Appraisal of Vitamin B,, as a Therapeutic Agent. Tom 
D. Spies, Birmingham, Ala., Ramon M. Suarez, San Juan, P.R., Guillermo 
Garcia Lopez and Fernando Milanes, Habana, Cuba, Robert E. Stone, 
Birmingham, Ala., Ruben Lopez Toca and Tomas Aramburu, Habana, 
Cuba, and Sam Kartus, Birmingham, Ala. J.A.M.A. 139:521-25, Feb. 19. 
1949, 

Vitamin B,. is the most recently discovered and effective antianemic 
substance known. It is also the only chemical which effectively relieves 
subacute combined degeneration in cases of pernicious anemia. Results of 
investigations of its effects upon blood regeneration in 14 patients with 
tropical sprue, nutritional macrocytic anemia and pernicious anemia, and 
upon subacute combined degeneration in pernicious anemia are summariz- 
ed and a typical case history presented. Accurate diagnosis was essential 
in this investigation. Each patient was proved to have macrocytic hyper- 
chromic anemia, a red blood cell count of 2,500,000 or less, a color index 
of 1.0 or more and megaloblastic arrest of the sternal bone marrow. 
Controlled administration of vitamin Biz to these patients produced marked 
clinical improvement with increased reticulocytes, red blood cells, plate- 
lets and hemoglobin. Patients stated that they felt stronger between the 
third and fifth day after the vitamin B,, injection and that their appetites 
had returned. A table showing the characteristic hematolytic response is 
given. Symptoms of subacute spinal cord degeneration in cases of per- 
nicious anemia improved and the severe glossitis sometimes present in 
macrocytic anemia healed dramatically after administration of vitamin 
B,.. The abdominal distention and volume of stools in cases of sprue 
diminished and the stools tended to return to normdl. Dosage of vitamin 
B,. varies considerably with the individual patient. Some benefit has 
followed the injection of only 4 micrograms and 10 micrograms has had 
no effect. Most patients show a minimal response to 8 to 10 micrograms 
while the average patient probably gives the best response to 100 micro- 
grams or less. The reported case had manifest disturbances of locomotion 
and impaired use of her hands. She could not get up from a sitting position 
and walk without help and had great difficulty in picking up and man- 
ipulating small objects. She received 25 micrograms of vitamin B,. paren- 
terally followed by the same amount intramuscularly at the end of each 
twenty-four hours for a total of five doses. She was able to walk unassisted 
on the fourth day of treatment and had touch and pain sensation in her 
extremities on the fifth day. She walked well on the tenth day and no 
longer had a positive Romberg sign. On the twenty-sixth day, her R.B.C. 
had increased from 2,050,000 to 3,040,000 and her hemoglobin from 9.3 
to 10.5 Gm. Vitamin B,, has been found ineffective on the leukopenia 
of infections, drug idiosyncrasies, idiopathic purpura, secondary anemias, 
aplastic enemia or leukemia. Careless diagnosis and casual treatment can- 
not be tolerated when using liver, liver extract, ventriculin, folie acid or 
vitamin B,. therapeutically. The principles used in treating any of these 
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syndromes of macrocytic anemia are to make early and positive diagnosis; 
promptly commence intensive and persistent treatment; administer slightly 
more of the medication than just necessary to maintain a normal blood 
level: give a rich protein diet and promptly treat all associated diseases 
or complications. 12 references. | table. 3 figures. 


Anemia in Diseases of the Intestinal Tract. Russell L. Haden and 
Donald W. Bortz. Cleveland Clinic, Cleveland, O. M. Clin. North America 
32:382-88, March 1948. 

Macrocytic anemia, result of impaired absorption of the specifie ma- 
turing factor from the small intestine, is found frequently in cases of 


sprue, benign obstruction of the lower small intestine and regional ileitis, 
particularly if some short-cireuiting operation has been performed. This 
type of anemia may be treated with liver or a liver substitute; in cases 
of sprue, folie acid usually is beneficial. Anemia caused by bone marrow 
depression from the toxemia of infection or other factors ordinarily is 
normocytic in type and responds to transfusion and removal of the cause. 
Anemia found in true colitis (particularly nonspecific type) is produced 


by blood loss, depression of marrow function and deficient absorption of 
material needed tor erythrocyte formation. Cancer of the transverse and 
decending colon and rectum rarely is accompanied by anemia but cancer 
of the cecum and ascending colon usually is accompanied by a severe 
anemia of the hypochromie and microcytic type. These anemias are of the 
iron deficiency type and are probably the result of an impaired utilization 
of iron rather than the result of loss of supply to the marrow. The ad- 
ministration of iron is ineffective and the anemia disappears with removal 
of the cause. Other diseases of the cecum, amebic colitis. regional and 
tuberculous enteritis rarely produce a significant anemia. 4 references. 


Thymine. Folie Acid and Vitamin B,. in’ Nutritional Macrocytie 
Anaemia. Tropical Sprue. and Pernicious Anaemia. Tom D. Spies and 
Robert E. Stone, Hillman Hospital, Birmingham, Ala., Guillermo Garcia 
Lopez. Fernando Milanes, Ruben Lopez Toca and Tomas Aramburu. Hav- 
ana, Cuba, Lancet 6527:519-22, Oct. 2, 1948. 

The authors studied the comparative effect on blood regeneration of 
thymine (5-methyl uracil). folie acid, and vitamin B,. in 1 case each of 
pernicious anemia, nutritional macrocytic anemia and tropical sprue. The 
patients were hospitalized on three separate occasions from March 1946 
to May 1948 during a relapse of anemia. Thymine was given during the 
first hospitalization in daily doses of 6 to 10 Gm.. folic acid was given 
during the second hospitalization in daily doses of 10 mg. orally: and 
vitamin B,. was given during the third hospitalization in a single intra- 
muscular injection; the patient with nutritional macrocytic anemia receiv- 
ing 6 micrograms: the patient with pernicious anemia received 15 micro- 
grams. the patient with sprue received 23 micrograms. Results of therapy 
were illustrated graphically. In the case of nutritional macrocytic anemia 
the blood counts on the third admission to the hospital were as follows: red 
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blood cells 2.02 million, hemoglobin 6.5 Gm. (42 per cent) and reticulocytes 
3.6 per cent. A peak reticulocyte count of 19.5 per cent was obtained six 
days after intramuscular injection of 6 micrograms of vitamin B,.. By 
the fourteenth day after therapy the red blood cells had increased to 3.2 
million and the hemoglobin to 10 Gm. On previous occasions comparable 
effects (in the same case) had been obtained from folic acid (10 mg. 
orally each day for ten days) and from thymine (6 Gm. orally each day 
for fourteen days). The peak reticulocyte count in response to folie acid 
was 22 per cent as compared with 15 per cent after thymine. The increases 
in red blood cells and hemoglobin were also comparable with those re- 
sulting from therapy with vitamin B,,. The effects of the three types of 
therapy on the anemia of the other 2 cases, pernicious anemia and tropical 
sprue, were somewhat similar to the effects on the case of nutritional macro- 
cytic anemia. The data obtained emphasizes the differences in the quantity 
of the three therapeutic agents necessary to elicit a positive blood response 
in three clinical types of macrocytic anemia in relapse. The ratio of doses 
of thymine to folic acid to vitamin B,, is about 1,000,000 to 1,000 to 1. 
5 references. 4 figures.—Author’s abstract. 

(The evidence now available practically is conclusive that vitamin 
B,, is the primary active ingredient of liver extracts which are effective 
in pernicious anemia (and related anemias) and that it controls the gastro- 
intestinal and neurologic manifestations of this disease as well as the ane- 
mia. Folic acid is not an adequate substitute in pernicious anemia, though 
it may prove to be as effective in some of the related anemias in which 
there is a deficiency of folic acid.—k£b.) 


Anemia of Malignaney. Arthur J. Schwertman, Covington. Ky. South. 
M. J. 41:598-601, July 1948. 

These studies were made on 58 patients with carcinoma of the heart, 
colon, prostate, uterus, cervix uteri, bladder, ovary and kidney. It was con- 
cluded that when malignancy occurs anemia is of the hypocromic type. 
Anemia was present in about 51 per cent of the cases. Metatastic carcinoma 
did not materially affect any concurrent anemia. Neither the age nor sex 
appears to have a bearing on the degree of anemia. 9 references. 8 figures. 

futhor’s abstract. 


A Rapid Diagnostic Test for Sickle Cell Anemia. Harvey A. Itano 
and Linus Pauling, California Institute of Technology, Pasadena, Calif. 
Blood 4:66-8, January 1949. 

Chemical reducing agents were used in effort to produce meniscocytes 
more conveniently and rapidly. Sodium dithionite was found to change 
oxyhemoglobin to reduced hemoglobin rapidly and was tried in testing 
erythrocytes for sickling. Addition of a solution of sodium dithionite to 
promeniscocytes caused nearly all to show sickling or the early changes 
of the sickling process in a few seconds. Commercial preparations 
of dithionite are often strongly acid but the addition of Na. HPO, in- 
creases the pH of the solution and also provides a buffering medium. 
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Sickling is obtained most constantly with solutions buffered to slightly 
acid pH. Changes in contour occurred almost immediately in erythrocytes 
when an excess of dithionite reagent was added to promeniscocytes on a 
microscopic slide. The simplicity and rapidity of this test suggested its 
use in the laboratory diagnosis of sickle cell anemia and sickle cell trait. 
Special precautions are unnecessary in collecting blood. Oxygenated cells 
can be used as an excess of reducing agent can be added easily. The 
test can be made in several ways and works equally well with oxygenated 
blood or that obtained by puncturing the finger tip. In making this test, 
about 0.05 ml. of reagent is added to about 0.01 ml. of blood on a slide. 
This is covered with a coverslip and examined under a microscope. The 
entire sickling process is easily and quickly studied by using a hemocyto- 
meter counting chamber. This is half filled with a dilute saline suspension 
of promeniscoeytes and enough reagent added to fill the chamber. The 
erythrocytes are observed as the reducing agent diffuses into that part of 
the chamber occupied by them. The reducing power of the dithionite re- 
agent should be tested frequently for stability by addition of a test portion 
to a dilute suspension of oxygenated erythrocytes. A color change from 
oxyhemoglobin to reduced hemoglobin should occur if the reagent is salis- 
factory. 14 references. 


Anemia Problems in Rheumatoid Arthritis. F. Nilsson. Uppsala, 
Sweden. Acta. med. Scandinay. 130:Suppl. 210, 1948. 

Studies on 436 patients led to the conclusion that anemia in cases of 
rheumatoid arthritis is due primarily to the lowered production of mature 


erythrocytes by the bone marrow and iron deficiency is not responsible 


for the hypochromia and low erythrocyte count. The cause of it is not 
clear but the fact accounts for the failure of iron treatment in polyarthritis. 
202 references. 68 tables. 7 figures. 


Sickle-Cell Anemia in Adults. Roentgenographic Findings. Omar Leg- 
ant and Robert P. Ball, College of Physicians and Surgeons, Columbia 
University and Presbyterian Hospital, New York, N. Y. Radiology 51: 
665-75, November 1948. 

The roentgenographic findings in 26 adults with sickle cell anemia 
reflect the long-standing anemia and the peculiar thrombotic tendency in 
this disease. The most frequent abnormal finding was cardiac enlargement. 
The abnormal bone findings in this group were: (1) generalized osseous 
demineralization, 11; (2) biconcave deformity of vertebral bodies which 
is believed to be the result of softening of bone, 4: (3) patchy cortical 
thickening of the long bones, which might be due to infaretion, 7; (4) 
localized bone infarcts not unlike those seen in caisson disease and polyey- 
themia vera. 5. Four of the 26 cases showed nothing abnormal on the films. 
Radial striations and unusual diploic widening were not present in the 
skull. One case did show a patchy cortical thickening consistent with in- 
farctions. The clinical features and laboratory findings of the 26 cases 
are summarized. A unique case is reported in which a serial roentgeno- 
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graphic study was made of an infarction of two vertebral bodies from 
its inception to a healing stage. 38 references. 2 tables. 9 figures.—Author’s 
abstract. 


Hemochromatosis with Aplastic or Refractory Anemia. Eugene Hilde- 
brand, F. H. Crago and John A. Layne, Great Falls, Mont. Rocky Mountain 
M. J. 46:32-36, January 1949. 

The three characteristic symptoms of hemochromatosis are bronze 
pigmentation of the skin, hepatic cirrhosis and diabetes mellitus. The pig- 
mentation may be early; cirrhosis usually is accompanied by an enlarged, 
firm liver, ascites and/or jaundice; diabetes varies from mild to severe. 
There are two clinical varieties of the disease; (1) classic form with vis- 
ceral symptoms dependent upon the amount of fibrous tissue reaction in 
the different organs and without marked anemia; (2) some or all of these 
symptoms plus an inability to utilize iron properly in hemoglobin forma- 
tion. Iron from destroyed intrinsic and transfused blood in the second group 
is not used again to form hemoglobin but is deposited in various organs 
and bone marrow. These patients have cellular bone marrow and a con- 
siderable excess of iron in the tissues with progressively declining content 
of hemoglobin and erythrocytes in the peripheral blood. A 50 year old 
man who complained of weakness interfering with his work. Neither skin 
pigmentation nor glycosuria ever developed though he had an elevated 
glucose tolerance curve. This patient had been continuously employed in 
the electrolyte department of a copper refinery for twenty-five years. He 
handle so many sheets of wet copper that his gloves were rapidly worn 
through and his underwear and skin stained green with copper salts. His 
hemoglobin was 13.4 Gm. per 100 ce., red blood cells 4.220.000, leuko- 
eytes 5.800 and platelets 120,000, He was given 45 drops of dilute hydro- 
chloric acid and | Gm. of ferrous sulfate daily for fifteen months: his 
hemogram was unchanged essentially. He was given large doses of liver 
extract but became progressively worse and peripheral granulopenia and 
anemia developed. Splenectomy Was performed without resulting change. 
Large intramuscular doses of liver extract were given, with iron and folie 
acid orally. Urobilinogen and fecal examinations showed no evidence of 
hemolysis. He continued becoming worse in spite of two homologous blood 
transfusions, hemoglobin dropping to 3.5 Gm., erythrocytes to 1,200,000 
and granulocytes to 12,000. Death occurred about two and one-half years 
after his first treatment. Copper poisoning is a possible etiologic factor in 
this case. 10 references. 1 table. 2 figures. 

(A condition which pathologically is practically indistinguishable 
from hemochromatosis may develop in patients with severe chronic anemia 
(other than that due to loss of blood) who have received many trans- 
fusions over a long period of time. This is often designated as hemosidero- 
sis. The primary fault appears to be the inability of the bone marrow to 
form new red cells and hence to utilize iron from any source (refractor) 
hemolytic and aplastic anemias). The iron from the transfused blood can- 
not be excreted and is deposited in the tissues where it accumulates and 
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excites the same kind of reaction that is seen in hemochromatosis of the 
classic type. {1s is now well known, many cases of anemia of the aplastic 
type show a normally cellular marrow and the pathogenesis of the anemia 
is obscure but the deposition of hemosiderin is secondary. Hemosiderosis 
is becoming relatively frequent where patients with refractory anemia re- 
ceive protrac ted and heroic treatment of this type.— ED. ) 


Blood and Bone Marrow Concentration of Atabrine and Its Role in 
Aplastic Anemia. Leo G. Palmer, Washington, D.C. J. Lab. & Clin. Med. 
33:827-32. Julv 1948. 

After a single dose of atabrine injected into rabbits, the concentra- 
tion in the bone marrow was much higher than that in the plasma or 
erythrocytes. More time was required for complete excretion of the drug 
from the bone marrow than from the peripheral blood. Lymphocytie and 
myelocytic leukocytes both contained atabrine in relatively high concentra- 
tions. Their ability to concentrate the drug is not due to the presence of 
a nucleus, since the nucleated erythrocytes of the chicken do not develop 
as high a concentration of atabrine as do the leukocytes. Aspirated human 
sternal marrow, though greatly mixed with blood, showed a concentration 
of atabrine twenty times as great as did the plasma. The mesenteric lymph 
nodes of the rabbit retained considerable amounts of atabrine long after 
the liver and spleen were free of the drug. There appears to be no cor- 
relation between the height of concentration of atabrine in the various 
blood cells involved in aplastic anemia and the damage evident in those 
same cells when aplastic anemia develops. The alleged role of atabrine 
in the causation of this disease would appear to be in the nature of an 
idiosynerasy. 8 references. 4 tables.—Author’s abstract. 


Acute Megakarvocytic Leukemia. John B. McDonald, W. E. Branch 
Clinic and Jewell G. Hamrick, Hollywood Presbyterian Hospital, Los 
{ngeles. Calif. Arch. Int. Med. 81:73-84. January 1948. 


\ 66 vear old white man had been studied carefully over a period 


of years. Acute atypical leukemia developed without apparent  spleno- 
megaly ol lymphadenopathy. Smears of the peripheral blood were sugges- 
tive of aleukemic myeloid leukemia but studies of the bone marrow re- 
vealed an erythro-myelo-megakaryocytic hyperplasia. The most bizarre 
changes were in the early megakaryocytes; in each 100 counted, 72 per 
cent were of immature form, 20 per cent were intermediate and 8 per cent 
were mature. There was no evidence of osteosclerosis or osteofibrosis in 
the roentgenograms or demonstrable at necropsy. Megakaryocytes were a 
prominent feature in all viscera and in the bone marrow of vertebrae. 
ribs. femur and sternum. Previous cases have been reported in the Euro- 
pean literature but as far as can be determined, this is the first case to 
he presented in the American literature. 29 references. 2 tables. 6 figures. 
luthor’s abstract. 
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Pyridoxine Deficient Diet and Desoxypyridoxine in the Therapy of 
Lymphosarcoma and Acute Leukemia in Man. Alfred Gellhorn and Logan 
O. Jones, Columbia University College of Physicians and Surgeons and 
the Presbyterian Hospital, New York, N. Y. Blood 4:60-65, January 1949. 

Pyridoxine is a component of the vitamin B complex which animal 
experiments indicated to be an essential factor for the maintenance and 
function of hematopoietic tissue. The attempt to induce a pyridoxine de- 
ficiency in 6 human beings to determine its possible effects in lymphosar- 
coma and acute leukemia induced no significant clinical improvement but 
the results are discussed because they showed fundamental differences in 
the utilization of pyridoxine by man and the lower animals. Three cases 
of disseminated lymphosarcoma and 3 of acute leukemia were placed on 
a pyridoxine-deficient diet and given desoxypyridoxine for four to four- 
teen days. Moderate reduction in size of the lymph nodes followed, to- 
gether with evidence of malnutrition but there was no indication of the 
specific signs of pyridoxine deficiency such as markedly depressed hema- 
topoietic function, atrophy of lymphoid tissue, demyelinization of nerves. 
ect. as found in animals. Effects of the diet and desoxypyridoxine upon 
erythropoiesis could not be determined because all cases were more or less 
anemic at the commencement of the dietary treatment. Neither leukopenia. 
lymphocytopenia nor thrombocytopenia occurred during the period of ob- 
servation except in |] case of acute leukemia. Urinary xanthurenic acid 
excretion showed no abnormality of tryptophane metabolism. Acute toxic 
manifestations developed in 2 patients after receiving large doses of de- 
soxypyridoxine. These were transient epileptiform convulsions and were 
believed to be the result of acute pyridoxine deficiency induced by the 
massive doses of desoxypyridoxine. There were neither sequelae nor re- 
currence of symptoms after reduction of the dose of the drug. No evidence 
was found that this treatment had any therapeutic effect upon either 
lymphosarcoma or acute leukemia. The 3 cases of lymphosarcoma were 
given nitrogen mustard after completion of the experimental dietary period 
to ascertain if it would produce any greater therapeutic effect but no 
significantly greater tumor regression followed. It was thought possible 
that the period of dietary restriction was too brief for the development 
of a deficiency syndrome but the procedure was too rigorous to warrant 
longer periods of observation. These results do not absolutely exclude the 
possibility that human lymphosarcoma may be adversely affected by pyri- 
doxine deficiency. 13 references. 


The Newer Nitrogen Mustards in the Treatment of Leukemia. Joseph 
H. Burchenal, Sloan-Kettering Institute for Cancer Research. New York 
V. Y. Radiology 50:494-99, April 1948. 

A new nitrogen mustard, SK 136, 1:3 propane diamine N N N’ N’ 
tetrakis-(2-chloroethyl) dihydrochloride, has been used in the treatment 
of 11 cases of chronic myelocytic and 19 cases of acute leukemia. The 
therapy of acute leukemia with SK 136 although occasionally promising 
has been unsatisfactory. In chronic myelocytic leukemia SK 136 produced 
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results similar to HN 2, radioactive phosphorus or roentgenotherapy. 
Though not curative, it seems to be a useful tool in the armamentarium 
of the clinician. In the majority of cases it offers nothing more than skill- 
fully applied roentgenotherapy. 9 references. 1 table. 5 figures.—Author’s 
abstract. 


Hypoprothrombinemia. Eifect of Transfusions of Blood Fortified by 
Administration of Vitamin K to Donors. Hugh R. Butt, Thomas B. Magath 
and Thomas H. Seldon, Mayo Clinic, Rochester, Minn. Arch. Int. Med. 
81:131-36, February 1948. 

Except in certain patients with severe hepatic damage. deficiency of 
prothrombin usually can be controlled adequately by the use of vitamin 
K but at times hemorrhages resulting from prothrombin deficiency cannot 
be controlled by vitamin K or even by repeated transfusions of blood. 
In 1944 Kinsey reported instances of hemorrhage occurring in severe he- 
patitis, which could not be controlled by the usual administration of vita- 
min K or whole blood but could be controlled by administering to blood 
donors, twenty-four hours prior to withdrawal of blood for transfusion, 18 
mg. of vitamin K. He reported that such blood, when administered to 
bleeding patients who did not respond to the usual effective measures, caused 
cessation of hemorrhage and an increase in the level of prothrombin within 
four hours. Butt and his associates have attempted to repeat this work, 
which forms a basis for their studies. Data are presented on 3 patients with 
severe hepatic damage, accompanied ‘by deficiency of prothrombin in the 
circulating blood. Again it is showed that this deficieney usually cannot be 
corrected by the administration of vitamin K or whole blood. It is also 
showed that the administration of the so-called fortified blood, as described 
by Kinsey, is likewise not effective in altering the level of prothrombin in 
these patients. In addition, this fortified blood also was found ineffectual 
in the correction of the deficiency of prothrombin occurring in external 
biliary obstruction, in spite of the fact that the latter condition was quick- 
ly corrected by administration of vitamin K alone. 3 references. 3 figures. 

futhor’s abstract. 


Folic Acid in the Treatment of Agranulocytosis. J. H. Waelsch, Cen- 
tral Laboratory, Bulovka Hospital, Prague, Czechoslavakia. Lancet 2:888- 
91, Dec. 4, 1948. 

A series of 5 cases of drug-induced agranulocytosis, 2 of which were 
treated with folic acid, is reported. The first case treated by folie acid 
received two courses. The leukocyte and granulocyte counts and number 
of segmented forms all increased at the same time that the temperature 
declined. In the second case the temperature began to fall three days be. 
fore the folie acid was commenced although the blood and sternal marrow 
counts showed no indications of recovery. The third and fourth cases re- 
ceived no folic acid but recovered rapidly. They had a marked fall in 
temperature as the granulocytes reappeared, notwithstanding the presence 
of a severe membranous. ulcerative angina. All 4 cases had a secondary 
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infection which was cleared up by penicillin. The agranulocytosis in the 
fifth case was caused by sulfathiazole but was transient and unaccompanied 
by secondary infection. It has been emphasized that the increased number 
of leukocytes and thrombocytes after administration of folic acid occurs 
only when the leukopenia and thrombocytopenia is part of a nutritional 
syndrome caused by folic acid deficiency. These cases illustrate the im- 
portance of remembering the possibility of spontaneous remission in cases 
of agranulocytosis given special treatment, in order that it may be recogniz- 
ed. 9 references. 3 figures. 

(These observations illustrate the practical importance of establish- 
ing a precise diagnosis whenever possible before starting treatment of a 
specific nature. It is poor medical practice to use “shotgun” prescriptions 
in order to escape making a careful study of the patient.—b. ) 


Hereditary Pseudohemophilia. Report of 4 Cases. James S. Hewlett 
and Russell L. Haden, Cleveland Clinic, Cleveland, O. Cleveland Clin. 
Quart. 15:118-24, July 1948. 

The only abnormal hematologic feature of pseudohemophilia is pro- 
longed bleeding time. The pathogenesis of this condition remains obscure. 
Some workers have concluded that the excessive bleeding is caused by a 
functional defect in the capillaries themselves and perhaps it may be a 
defective retraction of the capillaries in response to an injury. Clinically, 
these patients cannot be distinguished from those with thrombocytopenia. 
The incidence is slightly higher in women and while the condition may 
exist from infancy to old age, the severity tends to diminish as the patient 
grows older. The principal symptom is the tendency to bleed severely with 
even minor wounds. Almost all patients suffer epistaxis. Bleeding from 
the mucous membranes is common. There have been reports of recurrent 
hemorrhage from the uterus, kidneys and gastrointestinal tract. There are 
periods of apparent remission, and there is no correlation between the clini- 
cal severity and the bleeding time. Hereditary pseudohemophilia must be 
differentiated from true hemophila. The tourniquet test in pseudohemo- 
plulia is variable, whereas it is always positive in thrombocytopenic pur- 
pura. The condition must also be differentiated from so-called vascular 
purpura. There is no specific treatment and generally unsatisfactory re- 
sults are obtained. Large doses of caleium, ascorbic acid and vitamin 
K have proved ineffectual and the use of moccasin venom has brought 
no improvement. Splenectomy is not indicated and may even be hazardous. 
Blood transfusions are helpful in combating the anemia but will do little 
to control the hemorrhage itself. Pressure bandages applied locally and 
the topical application of thrombin and fibrin foam are the best measures 
available for the control of bleeding. Although the prognosis is good, the 
presence of the disease and the possible serious consequences of surgical 
procedures must be realized. These patients should never be subjected to 
elective surgery. 13 references. 
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Circulating Anticoagulant as a Cause of Hemorrhagic Diathesis in 
Man. C. Lockard Conley, Howard K. Rathbun, William 1. Morse Il, and 
James E. Robinson, Jr., Johns Hopkins Hospital School of Medicine and 
Baltimore City Hospitals, Baltimore, Md. Bull. Johns Hopkins Hosp. 83: 
288-96, October 19148, 

Three cases are reported in which a hemorrhagic diathesis was found 
to be associated with the presence of anticogulant in the circulating blood. 
All of the patients were male: | was a hemophiliae and the others had 
undiagnosed disease. All had prolonged clotting times. The addition of 
-mall amounts of the patients’ plasma to normal blood greatly delayed 
coagulation of the latter. In each case the anticoagulant was found to be 
relatively heat-stabile and nondialyzable. Toluidine blue and protamine 
did not overcome the effects of the anticoagulants, which therefore appear- 
ed not to be heparin. There was no alteration in the plasma _ proteolytic 
enzyme or proteolytic enzyme inhibitor. In the case of the hemophiliac. 
no precipitins could be demonstrated against normal plasma or against 
antihemophilic globulin. One patient had a prolonged prothrombin time, 
which was proved to be the result of the presence of the clotting inhibitor. 
The anticoagulant in this patient in some way impaired conversion of pro- 
thrombin to thrombin, even in the presence of an excess of thromboplastin 
but there was no antithrombin action. In the other 2 cases, coagulation 
occurred normally in the presence of even very low concentrations 
of thromboplastin. In these cases, it is believed that the clotting inhibitor 
prevented the conversion of a thromboplastin precusor to active thrombo- 
plastin. 12 references. 4 tables.—duthor’s abstract. 


9. Allergic Disorders and Diseases 


\ Clinical and Experimental Study of Isuprel in Spontaneous and 
Induced Asthma. Francis C. Lowell. John J. Curry and Irving W. Schiller. 
Boston University School of Medicine, Boston, Mass. and Georgetown Uni- 
versity School of Medicine. Washington, D. C. New England J. Med. 240: 
15-51, Jan. 13, 1949, 

The effects of Isuprel in asthmatic patients and in connection with 
experimental studies of asthma-like attacks produced by histamine, metha- 
choline and certain allergenic extracts are discussed. The drug usually 
was administered as an aerosol but also sublingually and subcutaneously. 
\erosol administration was in | and 0.5 per cent concentrations. Injee- 
tions were 0.02 and 0.01 per cent solution and oral or sublingual ad- 
ministration was in tablets containing 10 mg. aerosol administration out- 
side the hospital was carried out by the vaponephrin nebulizer or the No. 
10 DeVilbiss nebulizer with a hand bulb. They were used in hospitals by 
attaching them to an oxygen tank adjusted for a flow of 6 to 8 liters 
per minute. A group of 30 asthmatic patients treated themselves with a 
0.5 per cent Isuprel solution at home, excellent relief being obtained by 
10. moderate relief by 14, fair relief by 3 and practically no relief by 
3 patients. This method of treatment was stopped and other procedures 





QUARTERLY REVIEW OF MEDICINE 143 





used if neither subjective no objective improvement followed continued 
administration. Isuprel aerosol was frequently found effective in milder 
attacks when unsuccessful in more severe attacks. Isuprel was only effec- 
tive in mild attacks in 10 of the 14 patients who obtained moderate re- 
lief from the drug. Ten of a group of 12 patients with severe asthma 
required intravenous aminophylline, repeated sedatives including Demerol, 
glucose and saline infusions, epinephrine or sometimes oxygen with or with- 
out helium. Studies of the effects of parenteral and aerosol administration 
of Isuprel in preventing reduction in vital capacity and asthma-like attacks 
from parenterally administered histamine and methacholine indicated that 
Isuprel supplies adequate protection. Isuprel was administered sublingual- 
ly to 13 patients, one 10 mg. tablet being taken every thirty minutes until 
relief was obtained or until 4 tablets were taken in any one day. Side 
effects which might be attributed to Isuprel only appeared in 2 of 30 
asthmatic patients. These each experienced nervousness, tachycardia and 
palpitation but only for a few minutes. No side reactions except a bitter 
taste followed sublingual administration. Isuprel was given subeutaneous- 
ly or intramuscularly to 5 patients, side reactions of nervousness, tachy- 
cardia and palpitation occurring in 2 cases. One also had pallor and fall 
in blood pressure. These studies indicated that aerosol Isuprel was the 
mo:t effective self medication available for asthma, being especially ef- 
fective in mild or moderately severe attacks. 4 references. 1 table. 1 fig- 
ure. 


Insulin Allergy. Treatment with the Histamine Antagonists. Sander 
Paul Klein, Boston City Hospital, Boston, Mass. Arch. Int. Med. 81:316-27, 
March 1948. 

The manifestations of insulin allergy are both those of a local re- 
action of increasing severity and generalized signs. The latter are urticaria, 
angioneurotic edema, arthralgia, gastrointestinal symptoms, bronchial asth- 
ma and circulatory failure. Insensitivity to the antidiabetic activity of insulin 
has been reported with insulin allergy. Mild local reactions usually disap- 
pear within two weeks of the onset of therapy. These reactions are thought to 
be due to extraneous material within the preparation and not to the insulin 
itself. A change in the brand of insulin to one derived from another animal 
source or the employment of crystalline insulin will frequently abolish 
this reaction. In the specific management of insulin allergy varying de- 
grees of success have been reported with desensitization, Calcium, hista- 
mine, histaminase and other nonspecific measures have been tried. With 
the development of the antihistamine drugs, a new agent became available 
for therapy in insulin allergy. A diabetic patient, allergic to insulin, was 
given pyribenzamine with complete relief of the untoward symptoms. On 
discontinuing the pyribenzamine after three weeks, the allergic manifesta- 
tions reappeared with evidence of refractoriness to insulin, Reinstitution 
of pyribenzamine relieved the allergic manifestations and restored — the 
controlled diabetic state. Gradual reduction of the pyribenzamine over a 
period of one month produced a state desensitization. The mechanism of 
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the refractoriness may be the local allergic reaction impeding absorption 

of the insulin. Gradual reduction in the dosage of pyribenzamine allowed 

mild local reactions and effected ultimate densensitization. 45 references. 
futhor’s abstract. 


10. Deficiency Diseases and Metabolic Disorders 


The Clinical Use of Radioactive lodine. Sidney C. Werner, Edith 
H. Quimby Se.D. and Charlotte Schmidt, B.A., Columbia University Col- 
lege of Physicians and Surgeons and Presbyterian Hospital, New York. 
\. Y. Bull. New York Acad. Med. 24:549-60, September 1948. 

Radioactive iodine of eight-day half life, I’, has been used in 
tracer studies of iodine uptake by normal and disordered thyroid glands 
and in the treatment of 40 cases of toxic goiter. Tracer uptake has diagnos- 
tic value, when stable iodine or antithyroid drugs have not been given 
shortly before this procedure. Normal uptake is 20 to 30 per cent of the 
administered tracer dose of 50 to 75 microcuries. Anything more than 40 
per cent is regarded as definitely hyperthyroid: anything less than 10 per 
cent is hypothyroid. Therapy has been successful in 30 of 34 cases after 
one or two doses, with 4 failures. Six other treated cases did not respond 
to one dose and have not been followed after a second long enough to 
draw conelusions. The causes of failure in the present series have been 
analyzed: they appear to be due to inadequate dosage. related mainly 
to the size of the gland. It is possible that an unusually high basal meta- 
bolic rate may also contribute to an unsatisfactory result. The complica- 
tions following radioiodine therapy include sore throat. cough, tender 
gland, flare-up of toxicity and transient hypothyroidism. Only a few cases 
of each have been observed: none of them was serious. Radiation hazards 
attendant on this therapy are analyzed: under the present conditions they 
are unimportant. 6 references. 3 tables. 2 figures.—duthor’s abstract. 


Treatment of Hyperthyroidism with Radioactive lodine. (I'*’, 12- 
Hour Half-Life and I’, 8-Day Half Life). Earle W. Chapman, Bengt. 
\. Skanse. M.L. and Robley D. Evans, Ph.D., Massachusetts General Hospi- 
tal and Massachusetts Institute of Technology. Boston, Mass. Radiology 
51:558-63, October 1948. 

\ great advance in the radiation treatment of the hyperplastic thy- 
roid began in 1936 through the stimulation of medical men by Karl T. 
Compton. Thereafter, followed a series of cooperative researches. Robley 
D. Evans, Saul Hertz and their associates worked out the physiologic be- 
havior of radioactive iodine in animals and later in man. In 1941, Hertz 
first tried the treatment of hyperthyroidism with the combination of radio- 
active iodine and potassium iodide. In 1943 E. M. Chapman and R. D. 
Evans were not certain whether those patients of Hertz who had improved 
were responding to the radioactive iodine, ordinary iodine or both. They 
decided that the definitive use of radioactive iodine could be established 
hest by the use of radioactive iodine alone. Between 1943 and 1947. 
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they treated 65 hyperthyroid patients with radioactive iodine having a 
half life of twelve hours, isotope I'“’. Between August 1946 and February 
1948, they have treated another 65 patients with the eight day isotope, 
I’. The results in these 130 patients are summarized. It appears that 
they have answered most of their original points. Radioactive iodine has 
been used effectively—alone—in a single dose by mouth. Myxedema has 
been produced. The histolegic changes seen in the thyroids one, two, and 
five years after treatment show fibrosis and regenerative hyperplasia. No 
later evidences of ill effects have been observed. Effective doses in the 
second and fifth months of pregnancy have not caused cretinism or recog- 
nized changes in the children. The single dose of I’*', which has proved 
to be effective is 114 microcuries per gram of thyroid. Failure to respond, 
or response in part, is interpreted now as a matter of the lack of proper 
dose in relation to the functional activity of the particular human thyroid. 
As for the rare patient without hyperthyroidism who through diagnostic 
error might receive a dose of 8 to 12 millicuries of I’, they believe 
that the high excretion of this dose would usually preclude the possibility 
of its producing myxedema. 


Taste tT: Data on 130 Patients with Hyrertuyroiwism Treatep ONLY with 


Rapioactive lopine, 1943-48 


65 Given 1130 65 Given 141 


12 Hour, 
1943-46 


ho gm. 


32 millicuries (14-79) 


0.45 millieurie/gm 
6 


3 days 


15* 
l month 


51 


« 


Average estimated thyroid weight > 

Average single effective dose by mouth 

Average single effective dose retained pet 
gram thyroid 

Radiation sickness 

97 per cent of radiation delivered in approxi 
mately 

Given second doses 

Average interval to normal basal metabolism 
rate 


Responded and continued well 
Resulting hypothyroidism 


8-Day, 

Aug. 1946-Feb. 
50 gm. 

10 millicuries 


1948 
(4-14) 


0.14 millicurie/gm. 
0 


30 days 
4 


2 months 


52 
1 


1] 
3 Better, but toxic 6 months after treatment 8 
Died l infare- 


after 


(myocardial 
tion 19 days 
treatment) 
Recurrence of disease 0 
65 
* Five of these received ['5! for their second dose; the other 10 received [8° 


5 references. 2 tables. 6 figures.—Author’s abstract. 

Cholesterol-Basal Metabolism Determinations. Clinical Observations 
in 830 Cases. James H. Hutton and Stanley Fahlstrom, Chicago. Ill. (linois 
M. J. 94:176-79, September 1948. 

Many of this group presented endocrine problems, usually with as- 
sociated conditions. On the basis of modern standard height, age and weight 
tables, allowing up to 10 per cent plus or minus, 119 patients (14.4 per 
cent) were underweight; 288 (34.7 per cent) were normal weight; 423, 
(50.9 per cent) were overweight. There were 257 males and 573 females 
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in the series; ages varied from 9 to 72 years; the largest age group was 
11 to 20 years (26.1 per cent); the next largest, 31 to 40 years (21.3 
per cent). BMR was low in 334 (40 per cent) of these 42 were under- 
weight, 12] normal weight and 171 overweight. BMR was normal in 38] 
patients, (46 per cent) and high in 115 (14 per cent). Hypercholesteremia 
was found in only 7 cases (0.84 per cent of the entire series); cholesterol 
values were low in 207 cases (25 per cent) and normal in 616 cases 
(74 per cent). In the 334 patients with low BMR only 4 (1.2 per cent) 
showed hypercholesteremia; none of these 4 patients showed any of the 
clinical signs of myxedema. Of the other 3 patients with hypercholestere- 
mia, 2 showed a normal BMR and 1 was high. None of these 7 patients 


showed any clinical evidence of any of the conditions previously stated 


to be associated with hypercholesterolemia. From these findings the authors 
conclude that determination of the blood cholesterol is of litthe or doubtful 
value as a routine lahoratory procedure in medicine. It may be of value 
in true myxedema or in the study of certain special conditions. 6 referen- 
ces. 4 tables. 

(Though there is no precise correlation between the amount of choles- 
terol in the blood and the BMR, there is evidence that the former is usually 
elevated in patients with a significant degree of hypothyroidism. A diagno- 
sis of hypothyroidism cannot be based solely on a low BMR, particularly 
if the retardation is moderate. There are many individuals who show no 
clinical evidence of hypothyroidism or of any other illness but who have 
a BMR 20 per cent or more helow the average, Such cases might he said 
to exhibit hypometabolism but certainly not true hypothyroidism or myx- 
edema.— ED. ) 


The Relationship of Fibroeystic Disease of the Pancreas to a 
Deficieney of Secretin. Archie H. Bagegenstoss, Varschelle H. Power and 
John H. Grindlay, Rochester, Minn. Pediatrics 4:435-42, October 1948. 

Recent histopathologic studies of the pancreas in a variety of patho- 
logic states revealed the occurrence of a remarkable degree of dilatation 
of the acini, flattening of the lining epithelial cells and inspissation of 
secretion. The histologic appearance of the lesion was similar to that ob- 
served in the early stages of fibroeystic disease of the pancreas in children. 
From analyses of the cases and from a review of pertinent experimental 
work it was coneluded that inhibition of the type of pancreatic secretion 
normally stimulated by secretin played an important role in the patho- 
genesis of this lesion. Because of the similarity of the histologic appearance 
of the pancreas in these cases to that of the pancreas in the early stages 
of fibrocystie disease. it was also suggested that a congenital deficiency 
of secretion is responsible for the latter disease. This hypothesis is based 
on the concept first suggested by Blackfan and Wolbach and supported 
by Farber and Anderson, that fibroeystie disease of the pancreas is the 
result of an abnormally thick and inspissated acinar secretion. If one postu- 
lates an inhibition or an absence of stimulation of the pancreas by secretin. 
the only stimuli to secretion would be nervous and that recently ascribed 
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to pancreozymin, Such an imbalanced stimulation of the pancreas would 
result in a thick viseid juice. Stimulation of the pancreas by secretin has 
been described as the cause of the flow of alkaline fluid which serves to 
flush the alveoli, to thin the juice rich in organic material and to sweep 
it along the ducts. In the absence of the diluting and flushing effeet which 
stimulation of the pancreas by secretin produces, the thick viscid juice pro- 
duced by other means of stimulation, such as by the nerves and pancreozy- 
min, readily might undergo stasis and inspissation, obstruct the ductules 
and acini and lead to atrophy and fibrosis. Any satisfactory explanation 
of the pathogenesis of fibrocystic disease of the pancreas must also ex- 
plain the disturbances which occasionally occur in the secretion of the 
liver and intestines. There is good evidence that secretin normally stimu- 
lates the secretion of bile and the succus entericus. If stimulation by secre- 
tin did not occur, the obstruction of the small bile ducts and intestinal 
glands in these cases might also be explained as the result of the produc- 
tion of an abnormally thick inspissated secretion. We have attributed the 
frequent occurrence of chronic pulmonary suppuration and the occasional 
occurrence of suppuration and dilated ducts in the salivary glands to the 
nutritional disturbances resulting from a lack of pancreatic function. A 
deficiency of vitamin A undoubtedly contributes to the development of 
these lesions. In order to test the hypothesis that fibrocystic disease of the 
pancreas is the result of a congenital deficiency of secretin, it was necessary 
to determine: (1) if secretin could be obtained from specimens of the 
duodenum and small intestine at necropsy: (2) if it was absent in patients 
dying of fibrocystic disease of the pancreas. Up to the present time we 
have been able to extract secretin (S,). according to the methods outlined 
by Ivy and his coworkers, from specimens of the upper part of the intesti- 
nal tract of persons from 2 months to 73 years of age. The only consistent 
failures occurred in specimens from infants in the neonatal period. Success- 
ful extraction from patients in the neonatal period may be carried out 
by combining the extracts from a number of patients. The extraction of 
secretin is successful up to fifteen hours postmortem. By the simple ex- 
pedient of freezing the specimen the extraction can be delayed as long as 
thirty-nine days without loss of activity. Because this method of extraction 
at necropsy is successful in certain cases, it becomes possible to correlate 
the presence or absence of secretin with varying pathologic conditions. 
This opens a broad field for the investigation of many gastroenterologic 
disorders. We were unable to extract secretin from a specimen of the upper 
part of the intestinal tract in a single case of fibroeystic disease of the 
pancreas. We are hoping to obtain a sufficient number of specimens to 
test our hypothesis thoroughly before we arrive at any conclusion. For the 
present we would like to suggest that fibrocystic disease of the pancreas 
is the result of congenital deficiency of secretin. 28 references.—Author’s 
abstract. 
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War Edema in the Civilian Population of Saipan. N. B. Kurnick, 
Rockefeller Institute for Medical Research, New York, N. Y. Ann. Int. Med. 
28:782-91, April 1948. 

Serum protein determinations were performed by the copper sulfate 
specific gravity method of Philips, Van Slyke, et al. on 89 patients with 
nutritional (war) edema, 42 nonedematous patients on similar low pro- 
tein diet, and 50 normal controls on adequate diet. Of the patients with 
edema 77.5 per cent had serum protein levels below 5.5 Gm. per cent and 
only 5.5 per cent had levels in the normal range. Of the nonedematous 
patients on restricted protein intake, 71.4 per cent had serum protein con- 
centrations in the normal range and 4.8 per cent fell below 5.5 per cent. 
The normal controls all fell in the normal range and 4.8 per cent fell 
below 5.5 per cent. The normal controls all fell in the normal range for 
serum proteins (6.1 to 8.0 per cent). The lowest value for the edematous 
group was 2.5 Gm. per cent, and for the nonedematous patients 5.1 Gm. 
per cent, These results are considered in agreement with Starling’s concept 
of the dependence of transudation on the serum colloid osmotic pressure. 
The finding of normal serum protein concentrations in some patients with 
edema is accounted for by a dynamic interpretation of the development 
of edema. Thus, incipient hypoproteinemia favors transudation, which in 
turn produces hemoconcentration and return of plasma protein concentra- 
tion toward the initial level. Evidence for this concept is obtained from 
the literature. The roles of intracapillary blood pressure, tissue pressure 
and tissue fluid colloid osmotic pressure are discussed briefly. 63 referen- 
ces. 1 table.—Author’s abstract. 


Intereapillary Glomerulosclerosis. Arthur R. Colwell, Northwestern 
University Medical School, Chicago, Ill. Quart. Bull. Northwestern Univ. 
M. School 22:216-22, Fall Quarter 1948. 

This is a serious vascular complication and common cause of death 
in diabetes mellitus of long duration. It is likely to exist whenever albu- 
minuria, edema, hypertension and retinitis appear in a diabetic patient. 
In its advanced stages it is rarely seen except among diabetic patients, 
although a less characteristic and possibly earlier form of the disease is 
not uncommon in nondiabetic patients with vascular disease. It is a clear- 
cul pathologic entity but is impossible to recognize with certainty from 
its clinical features alone. Nineteen proved cases were found by Henry 
Plenk in a series of 50 consecutive autopsies on diabetic patients in a ten 
year period. Their clinical characteristics, together with those described 
in some 500 cases reported in the literature, are revealed. In order of 
their most common appearance in the reconstructed life history of the dis- 
ease they are: diabetes, usually of long standing; persistent albuminuria: 
hypertension; retinopathy, including vascular changes; edema and hypopro- 
teinemia. chiefly in the albumin fraction; failure of renal function and 
death. Young diabetic patients are frequently affected though the disease 
is more common in older patients. The pathologic features of intereapillary 
glomerulosclerosis are showed, in a series of microphotographs of glome- 
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ruli from 7 proved cases, to vary from small localized hyaline masses 
in the tuft of an otherwise normal glomerulus to virtual replacement of 
an entire glomerulus with fused hyaline material. Focal fibrosis probably 
represents an earlier but less distinctive stage of the process. Arteriolar 
degenerative changes usually accompany the hyaline lesions and may be 
the cause for them. None of the available explanations attempt to dis- 
close why the lesion occurs almost predominantly, in its advanced form 
at least, in diabetic patients, or give a reason for the marked arteriolar 
sclerosis so uniformly present. Whatever the pathogenesis may be, it is 
probably the same as that which causes diabetic retinopathy and permits 
infection and gangrene to occur so easily. It must be, in fact, closely re- 
lated to the important problem of the cause of hypertensive and vascular 
disease in diabetes mellitus and to the broader problem of arteriosclerosis 
in general. 13 references. 8 figures.—Author’s abstract. 


A Case of Acute Porphyria. Ernest Petrie, Postgraduate Medical 
School, London, England. Brit. M. J. 4558:926-29, May 15, 1948. 

The salient features of the two main clinical types of primary dis- 
order of porphyrin metabolism are described. In congenital porphyria the 
chief disability arises from photosensitivity of skin and cornea. In the 
adult type (acute porphyria) it is suggested that disorder of central, peri- 
pheral and autonomic nervous function is the basis of the syndrome. Symp- 
toms which are predominantly referable to the alimentary tract, cerebral 
cortex and peripheral nerves follow each other in a remarkably stero- 
typed order. A 26 year old British soldier had served in the Mediterranean 
area for four years and had never been ill. The initial symptoms were 
weakness and loss of weight over a period of three months. In March 1947 
severe intestinal colic, constipation and profound accentuation of the as- 
thenia developed. At this stage reversal of sleep rhythm was a conspicuous 
feature. When first examined muscular wasting, moderate hypertension 
(150/100) and generalized skin pigmentation were present. While under 
observation a further and almost complete loss of muscle power in limbs 
and trunk developed. Later, aphonia, weakness of facial and lingual mus- 
cles were indicative of cranial nerve involvement. The neurologic findings 
were typical of severe peripheral neuritis of motor nerves. The dark colora- 
tion of the urine, present in the fresh specimen, became more intense after 
a few hours. Spectroscopy disclosed the typical double bands of the zine- 
porphyrin complex. Ehrlich’s benzaldehyde test was indicative of porpho- 
bilinogen and amyl alcohol extracts fluoresced strongly under Wood's 
light. The abnormal pigment was identified as uroporphyrin 111 and 
excretion was found to vary between 8 and 20 mg. per twenty-four hours. 
Routine hematologic and biochemical investigations were noncontributary. 
Sensitization to sunlight was marked; exposure for forty-five seconds re- 
sulted in severe erythema and intense irritation of the skin. At the time of 
the report, (July 1947) no sustained improvement had occurred. The family 
history was consistent with the hypothesis that acute porphyria is a heredi- 
tery and familial condition. In the discussion, some of the difficulties of 
diagnosis were reviewed. 14 references.—Author’s abstract. 
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References to Current Articles 

Management of Diabetes Mellitus. An Analysis of Present-Day Methods of 
Treatment. Herman O. Mosenthal. New York, N.Y. Ann. Int. Med. 
29:79-90, July 1948. 

Metabolic Studies in Diabetic Acidosis. 1. The Effect of the Early Ad- 
ministration of Dextrose. [I]. The Effect of the Administration of 
Sodium Phosphate. Maurice Franks, Washington, D. C., Robert F. 
Berris, Denver, Colo.. Nathan O. Kaplan, Ph.D., Boston, Mass. and 
Gordon B. Myers, Detroit. Mich. Arch. Int. Med. 80:739-62. Decem- 
ber 1947: 81:42-55. January 1948. 


11. Nervous and Muscular Disorders and Diseases 


The Use of Benzedrine and Dexedrine Sulfate in the Treatment of 
Epilepsy. Samuel Livingston, Laslo Kajdi and Edward M. Bridge, Johns 
Hopkins Hospital, Baltimore. Wd. J. Pediat. 32:490-94., May 1948. 

Kighty-five epileptic patients, mostly children, were treated with ben- 
zedrine sulfate or dexedrine sulfate. Seizures were controlled in 38 per 
cent and markedly or moderately improved in 20 per cent. They were ob- 
served for periods varying from two months to five years. Average dura- 
tion of treatment in the entire group was eighteen months. Seventeen were 
treated with either benzedrine sulfate or dexedrine sulfate alone: the drugs 
were given in combination with phenobarbital to 68. The daily dosage of 
henzedrine sulfate varied from 5 to 45 mg. Generally, to the younger 
children (under 6 years of age) the initial dosage of 2.5 mg. twice daily 
was inereased until satisfactory therapeutic results were obtained. The total 
daily dose was not permitted to exceed 10 mg. In the older group the 
daily dose varied from 7.5 to 45 mg. With dexedrine sulfate the daily 
dosage for the younger children was between 2.5 and 5 mg. and for the 
older group, between 5 and 15 mg. With the larger quantities the medica- 
tion was administered in three or four doses over the course of the day. 
the last usually at 4 p.m. and never later than 6 p.m. These drugs were 
more effective in controlling petit mal than grand mal seizures. There 
was no difference in the results in idiopathic and organic epilepsy. 8 
references, 2 tables. 


Tetra-Ethylpyrophosphate in) Myasthenia Gravis. 4. S. |. Burgen. 
C. A. Keele and D. McAlpine, Middlesex Hospital, London. England. \an- 
cet 1:519-21, Apr. 3. 1948. 

\ preliminary report is presented of observation on the treatment of 
3 cases of myasthenia gravis with tetra-ethylprophosphate (TEPP). This 


drug is a colorless oil and is given in 0.5 per cent solution in propylene 


glycol for intramuscular injection or in a 2 to 5 per cent solution in 


propylene glycol for oral administration. The correct dose by mouth is 
measured by a calibrated dropper into | or 2 ounces of water and swallow- 
ed immediately. This method is necessary because of the rapid inactivation 
of TEPP in water. Investigations are being made to develop a more suitable 
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preparation. In these 3 patients, this drug was found to be a fully effective 
substitute for prostigmine. Single injections were from one-half to one- 
third as potent as prostigmine but with doubled length of action. The 
effect of TEPP is more cumulative than prostigmine but less than di- 
isopropylfluorophosphonate (DFP). The cumulative effect causes its ac- 
tion to be more even than prostigmine. Orally, 10 mg. of TEPP are as 
effective as 100 to 150 mg. prostigmine by mouth. Maintenance doses of 
TEPP vary from 8 to 12 mg. daily, given in two or three oral doses. 
The central and visceral side-effects of the drug are similar to those of 
prostigmine, chief visceral action being intestinal colic and diarrhea. Atro- 
pine controls this effect as well as it does that of prostigmine. Central 
side-effects include vertigo, nystagmus, pallor, sweating, nausea, vomiting 
and muscular twitching. When these side-actions occur, muscular power 
is well maintained for twenty-four to thirty-six hours without further drug. 
2 references. 2 figures. 


The Management of Knee Injuries Incurred in College Football. 7. B. 
Quigley, Harvard University and Peter Bent Brigham Hospital, Boston, 
Vass. Surg., Gynee. & Obst. 87:569-75, November 1948. 

A thorough physical examination and a careful history of past illness- 
es are necessary before any player may don a uniform. Old injuries are 
reviewed by the team surgeon. Roentgenograms usually are taken. Players 
with minor degrees of ligament laxity or a history of previous knee injury 
or operation are strapped with adhesive tape before each practice session 
and game throughout the season. The presence of a qualified physician 
on the playing field is the most important single factor in the management 
of any athletic trauma. The physician’s guiding principle should be con- 
servatism. Unless the injuries obviously are minor, anteroposterior and 
lateral roentgenograms are taken. In the absence of roentgen evidence ma- 
jor fracture and obvious gross injury, a sponge rubber compression band- 
age is applied and the whole leg immersed in ice water for thirty minutes 
(this procedure carried out usually within ten minutes of injury). A dry 
compression bandage is then applied and the player remains in bed until 
the following morning with the leg elevated on pillows above the level of 
the heart. The injury is surveyed after twenty-four hours, classified and 
treatment started. No vascular complications have ever been encountered. 
Upon recovery from a contusion, the site of the injury should be protected 
with a padded fiber or plastic shield for a week or two. Ligament sprains, 
usually of the medial collateral ligament are the most common knee in- 
juries incurred in football. This injury is treated by crutches to rest the 
joint, compression to disseminate the hematoma, heat in the form of daily 
whirlpool baths, gentle massage and active vigorous resistance exercise 
without weight bearing as soon as possible without pain. The player subse- 
quently is protected at every practice session and game with a Duke Simp- 
son adhesive tape strapping. Meniscus injuries may occur. Unless irreduci- 
ble locking is present, operation is never done for a first meniscus injury. 
Even if surgical treatment is indicated, it is done after the associated 
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sprain has been treated for two or three weeks and vigorous quadriceps 
exercise has been started. Luxation of the tibia on the femur is the most 
serious knee injury sustained in football. Usually roentgenograms should 
be made prior to reduction of any dislocation but because of the extreme 
rarity of fractures in football players plus the serious danger resulting 
from exposure of the nerves and blood vessels. immediate reduction 


on the field prior to the occurrence of muscle spasm and pain becomes 


the procedure of choice. Immediate operation is required when, after re- 
duction of a dislocated knee. ischemia of the leg becomes apparent. Ex- 
ploration of the popliteal space, inspection of the damaged segment of 
artery and, if necessary, excision or replacement with a vein graft; per- 
formance of lumbar sympathectomy and the administration of heparin are 
indicated. 14 references. 3 tables. 4 figures. 


Roentgen Therapy of Bursitis. Fred M. Hodges and Randal A. Boyer. 
Richmond, Va. Virginia M. Monthly 75:547-49, November 1948. 

Results obtained from roentgenotherapy of 361 cases of bursitis are 
presented. The patients were in middle or late adult life. Two hundred 
shoulder cases were treated by uniform technic of 200 r daily on three 
or four days successively, divided between anterior and posterior portals. 
The factors were 120 ky., 10 ma., 25 em. target skin distance and filtra- 
tion of 14 mm. Cu with 12 mm. Al. An additional portal over the pos- 
terior cervical spine received a single treatment of 250 r if the response 
was slow. Symptoms were relieved in 80 per cent of the acute and 75 per 
cent of the subacute cases in this series. One-half of the acute cases bene- 
fited were relieved within forty-eight hours, the best response occurring 
in cases with calcification. In another series of 87 cases of bursitis of the 
shoulder given roentgenotherapy, symptoms were relieved in 87 per cent 
of acute, 82 per cent of subacute and 33 per cent of chronic cases. It is 
believed that operation is the best treatment for chronic cases but these 
should receive preliminary trial by irradiation. Patients should be warned 
that symptoms may be exaggerated after the first treatment but usually 
improve markedly afterwards. Active motion of the involved joint to the 
limit of tolerance is advised during treatment. Local heat, plasters, salves. 
ultraviolet light or sunlight should not be used during radiation therapy. 
The calcification in acute cases may disappear in four days to two week- 
but usually is unchanged in chronic cases. These results show roentgeno- 
therapy to be a rapid. reliable and safe treatment which is definitely anal- 
gesic for acute and subacute bursitis. Few patients would probably become 
chronie if given early and adequate irradiation. 7 references. 3 figures. 


The Shoulder-Hand Syndrome in Reflex Dystrophy of the Upper Ex- 
tremity. Otto Steinbrocker, New York, Norman Spitzer. Yonkers, N. Y. 
and H. Harold Friedman, Denver, Colo. Ann. Int. Med. 29:22-52, July 
1948. 

This condition consists of a peculiar combination of painful shoulder 
disability with homolateral pain and swelling of the hand. Its clinical 
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evolution in three stages is detailed in the approximately similar features 
seen in all etiologic varieties. The recognition of this combination of 
shoulder and hand symptoms as the expression of the same disorder, what- 
ever its origin, rather than as a coincidental involvement of the shoulder 
and hand by unrelated cases is stressed. The present report is based on a 
study of 42 cases of reflex dystrophy of the upper extremity followed for 
periods of one month to nine and one-half years. Thirty-six of these pa- 
tients presented the shoulder-hand syndrome due to a variety of causes or 
associated factors, medical, idiopathic and surgical. From these studies 
and a survey of the literature it seems plain that reflex neurovascular 
dystrophy may be provoked by many agencies. The variations in its mani- 
festations have led to some confusion, perpetuated by the multiplicity of 
its clinical descriptions and designations. It may be useful, therefore, to 
coordinate the many closely related conditions obviously belonging in this 
category and differing chiefly in etiology or in minor clinical details. 
The subject may be further clarified by regarding the variable clinical 
features as expressions of the different degrees of reflex neurovascular 
and motor response to provocative internal or external agents. Although 
the most extensive clinical picture of reflex dystrophy of the upper ex- 
tremity is embodied in the shoulder-hand syndrome, certain characteristic 
signs may be absent in some cases. In some patients reflex dystrophy evi- 
dently may be arrested by treatment, with or without residual changes. It 
also may undergo spontaneous partial or complete resolution, at any stage, 
again with or without persistent alerations. The authors have come to recog- 
nize, therefore, certain incomplete or abortive forms described, as well as 
its typical, most severe development as the shoulder-hand syndrome. Re- 
flex neurovascular phenomena usually arise as a complication of some 
primary condition. In many of these instances the superimposed reflex 
disorder, by the severity of its symptoms or its inevitable and disabling 
progression, may rapidly overshadow the underlying cause in diagnostic 
and therapeutic importance. The current neurophysiologic concept of a 
vicious circle mediated through an internuncial pool of active stimuli in 
the cord, provoked and maintained by the primary precipitating conditions, 
explains the mechanism common to all forms of reflex (neurovascular) 
dystrophy, regardless of etiology. It serves as a useful working basis for 
the present therapeutic approach. Treatment by sympathetic interruption 
(with stellate and upper dorsal ganglion block or surgery) is effective in 
a great number of all etiologic varieties, in that way confirming the com- 
mon identity of the underlying mechanism. Such therapy is supplemented 
by psychiatric and rehabilitative measures to prevent and overcome dis- 
ability. Therapeutic results depend on the phase or stage of the disorder 
and the selection of the proper procedures. 60 references. 2 tables. 8 
figures.—Author’s abstract. 
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Some Clinical and Pathogical Observations in a Study of Degenera- 
tive Arthritis of the Hip Joint. Thomas Horwitz, Indianapolis, Ind. Am. 
J. Roentgenol. 60:225-31, August 1948. 

Degenerative arthritis is classified as primary or secondary. In the 
primary cases the cause of the degeneration leading to an osteoarthritis 
is unknown. Some of these cases appear to be the result of senescence or 
wear and tear processes. In the secondary cases the cause of the degenera- 
tive changes is known. In 81 cases of degenerative arthritis of the hip 
joint, including primary and secondary types, arthritis followed an aseptic 
necrosis of the femoral head in 16 cases. The arthritis was engrafted on 
a preexisting lesion of the hip in 48 of the cases. Tissue for study was 
available in all 81 cases. The changes in the articular cartilage varied 
from fibrillation to complete erosion at the weight bearing regions. Exos- 
tosis formation was a constant feature leading to the deformation of the 
bone ends of the joint. The subchondral trabeculae became thickened, es- 
pecially where the cartilage was eroded. The marrow of the femoral head 
became replaced in areas by loose fibrous tissue and eyst-like cavities. 
In the development of the gross features in degenerative arthritis of the 
hip joint, a flattened, mushroom type of deformity is produced by loss 
of articular cartilage over the weight bearing region of the femoral head. 
by deposition of bone at the junction of the head and neck and by widening 
of the femoral neck. There may be a shallow acetabulum and a subluxated 
appearance of the femoral head. This deformity must be differentiated 
from that in untreated or inadequately treated Perthes’ disease or displace- 
ment of the capital femoral epiphysis and congenital dysplasia of the 
acetabulum, whether or not there is luxation of the femoral head. Though 
aseptic necrosis of the subarticular bone is not an actual phase of the 
pathologic changes in degenerative arthritis, an advanced finding in secon- 
dary osteoarthritis occurs in association with aseptic necrosis of the fe- 
moral head, resulting from a variety of causes. In these cases the degenera- 
tive articular lesion becomes highly exaggerated with collapse and deformi- 
ty of the femoral head. This may even follow prolonged protection of 
the affected head if it does not become fully revitalized. Aseptic necrosis 
in the femoral head after sudden and severe displacement of the capital 
epiphysis must be considered in evaluating methods for treating this condi- 
tion and in its complications. The diagnosis of aseptic necrosis from roent- 
genograms can be inaccurate. This is important in relation to the present 
attention on aseptic necrosis and degenerative arthritis following union of 
femoral neck fractures which were managed by internal fixation. Degenera- 
tion of the articular cartilage of the femoral head may occur even in 
the presence of a viable head fragment in fractures of the femoral neck. 
This must be considered in reconstructive methods for treating delayed 
union and nonunion. 3 figures. 
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Intravenous Procaine Therapy. Robert B. Dobb (Capt., M.C., A.U.S.) 
and John F. Pfeffer (Major, M.C., A.U.S.) Bull. U. S. Army M. Dept. 
8:877-81, November 1948. 

A preliminary report is presented of results obtained by the 
administration of intravenous procaine solution to 81 patients for the re- 
lief of pain. These included cases of idiopathic or traumatic hypertrophic 
arthritis, postthoracoplasty and postthoracotomy intercostal neuralgia, soft 
tissue strains, peripheral vascular disease and cranial nerve neuralgias. It 
was also used in open joint operations to promote early motion. A 0.1 per 
cent solution of procaine hydrochloride in physiologic saline was used. 
The solution will retain its potency forty-eight hours if kept in the dark 
but is usually freshly prepared each day. Administration was by continuous 
intravenous drip. The maximum amount given was 4 mg. per kilogram 
of body weight, that being the amount of 0.1 per cent solution of intra- 
venous procaine which can be safely excreted in twenty minutes. Total 
dosage depends upon the patient’s vasomotor reaction, usually a feeling 
of warmth, often localized in the pathologic area but sometimes a chill 
or general prickly sensation. From 100 to 150 ce. of solution are as effee- 
tive as larger amounts after this reaction is established. Smaller doses are 
given adolescents and elderly or anemic patients. The first 50 to 100 ec. 
are given slowly in order to evaluate the response, The rate may be in- 
creased to a rapid drip if no toxicity develops. The usual toxic symptoms 
are blurred vision, dizziness and scotomata. Diplopia or sudden brady- 
cardia also occasionally oceur. The infusion should be stopped if the latter 
develops and slowed to a slow drip or stopped for the others depending 
upon the degree of reaction. No preliminary tests for procaine sensitivity 
are used as toxic symptoms appear slowly so that there is ample time for 
treatment. Good results were obtained in 73 per cent, fair in 10 per cent 
and poor in 15 per cent of 41 patients with hypertrophic arthritis, neuralgia 
or soft tissue strain, many of whom had received intensive courses of 
physiotherapy and other treatments with little or no relief. Good results 
were obtained in 3 and fair in 2 of 6 cases of peripheral vascular disease. 
Especially good results followed its use in orthopedic surgery for post- 
operative analgesia to expedite early motion in joints after arthroplasty. 
Better results than in the average patient followed starting intravenous 
procaine one or two days postoperatively. The chief disadvantage en- 
countered in this treatment was the nervousness induced in some patients. 
Most cases however stated that relief of pain enabled them to sleep better. 
A secondary reaction of chills with or without flushing, and a low fever 
sometimes also occurred one to twelve hours after treatment. 15 references. 
1 table. 


Psychiatric Aspects of Vagotomy. A Preliminary Report. Thomas S. 
Szasz, University of Chicago, Chicago, Ill. Ann. Int. Med. 28:279-88, 
February 1948. 

The role of psychologic factors in the pathogenesis of peptic ulcer 
is discussed. Patients suffering from this illness have a strong unconscious 
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need to receive. These receptive-acquisitive tendencies obtain some 
gratification from the usual medical measures used in the treatment of 
peptic ulcer. From the psychologic point of view, the medical manage- 
ment of peptic ulcer thus stands in contrast to the mode of action of vagus 
resection which brings about the healing of the ulcer without providing 
these important emotional (oral intaking) needs. The absence of this kind 
of gratification from the therapy (vagotomy) explains why some patients 
insist on continuing with some part of their medical regimen (taking milk) 
following operation when the physiologic needs for such treatment are no 
longer present. In the author’s opinion, psychoanalysis is the only etio- 
logic treatment in most cases of peptic ulcer but this type of treatment, 
is of limited applicability and is not available for the large majority of 
patients at the present time. For those patients who do not respond ade- 
quately to the usual medical ulcer regimens and who, for whatever reason, 
will not be treated psychoanalytically, vagotomy is probably the treatment 
of choice. The abrupt cessation of dietary and other medical measures 
following vagotomy is thought to be potentially harmful and it is suggest- 
ed that the clinical results may be improved if patients are permitted to 
continue with certain psychologically meaningful aspects of their pre- 
operative regimens after vagotomy. 28 references. 2 tables. Author's ab- 
stract. 


The Management of Tetanus with Curare. Report of Two Cases. Edwin 
VM. Ory and Laurence A. Grossman, Vanderbilt University School of Medi- 
cine, Nashville, Tenn. Am. J. M. Se. 215:448-50, April 1948. 

\ 40 year old laborer had crushed his right ring finger. He had 
received tetanus antitoxin on previous occasions but not following — this 
injury. Physical examination revealed a man in moderate discomfort with 
a stiff neck, trismus and generalized muscular irritability. Slight jarring 
of the bed caused painful muscular spasms and dyspnea. The patient was 
treated with 45,000 units tetanus antitoxin intramuscularly after a negative 
skin test to the antitoxin. The infected finger was debrided and Clostridium 
tetani was obtained from the tissue. Culture of this organism produced 
convulsions in mice. A total of nine intravenous injections of intocostrin 
were administered during the first four hospital days. The dosage ranged 
between 20 and 60 units, averaging 40 units. A total of 320 units was 
administered. This resulted in a marked reduction in the number and severi- 
ty of tetanic seizures and marked subjective relief. The doses employed in 
this case were not sufficient to control the muscular contractions complete- 
ly throughout each twenty-four hour period. Frequent injections of sodium 
phenobarbital and penicillin in doses of 30,000 units at three hour in- 
tervals were also employed. He recovered completely and was discharged 
on the nineteenth hospital day. The second case was a 38 year old care- 
taker in whom stiffness of the neck, moderate trismus, headache, dyspha- 
gia, increased muscular irritability, dyspnea and severe painful tetanic 
seizures had developed. There was no history of injury. He had never re- 
ceived tetanus toxoid or antitoxin. He was acutely ill with tachycardia, 
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temperature of 100 F. and evidence of dehydration. There was marked opis- 
thotonus, trismus, nuchal rigidity and generalized muscular irritability. 
The characteristic sardonic facies was present. All the deep tendon re- 
flexes were hyperactive. There was a superficial abrasion on the right 
index finger. The spinal fluid was normal. Laryngeal spasm was severe. 
Within a four hour period 140 units of intocostrin were given intravenously 
resulting in relaxation of the laryngeal and generalized muscular spasm. 
The tongue had to be held forward to prevent it from falling back and 
occluding the glottis. Atropine was helpful in suppressing excessive broa- 
chial secretions. Tetanus antitoxin, 40,000 units and then 10,000 units 
daily for three days, 30,000 units of penicillin at three hour intervals 
and sodium phenobarbital were also administered. On this therapeutic re- 
gimen he gradually recovered. On the ninth day of treatment the supply 
of intocostrin became exhausted for a period of sixteen hours. During 
this time nuchal rigidity and trismus reappeared and there were several 
mild muscular spasms. With the reinstitution of curare treatment these 
symptoms promptly subsided. Intocostrin was discontinued on the eighteenth 
hospital day. The patient recovered completely and was discharged from 
the hospital thirty-four days after the onset of the illness. Curare was 
considered to be of decided benefit in the management of these 2 cases 
of tetanus. The principle danger in the administration of curare is the 
development of respiratory paralysis. Constant attention, immediate access 
to physostigmine or neostigmine, atropine to counteract excessive bronchial 
secretions and artificial respiration may be lifesaving measures in com- 
bating reactions to curare. 6 references.—Author’s abstract. 

Toxie Psychosis Resulting from Penicillin. Carl L. Kline and LaRue 
S. Highsmith, Columbia, Mo. Amn. Int. Med. 28:1057-58, May 1948. 

The first case of a toxic psychosis resulting from penicillin therapy 
was reported. This 18 year old white, single, female college student. re- 
ceived a total of 4,700,000 units of penicillin orally and intramuscularly 
over a period of fifteen days. Two days later she presented a generalized 
severe urticaria and arthralgia. Her temperature was 101 but there was 
no evidence of recurrence of her otitis media, for which she had received 
the penicillin. Four days later she expressed paranoid ideas and auditory 
hallucinations and was restless. As the urticaria and arthralgia responded 
to pyribenzamine therapy, the psychotic manifestations disappeared. 1 ref- 
erence.—Author’s abstract. 


References to Current Articles 

A Vascular Approach to the Treatment of Rheumatoid Arthritis. A Pre- 
liminary Report. Robert J. Boucek (Lt, M.C.. U.S.N.) and Ed- 
ward W. Lowman, (Comdr., M.C., U.S.N.), U. S. Naval Hospital 
Philadelphia, Pa. Am. J. M. Se. 215.198-208, February 1948. 

Neostigmine in Arthritis. A Case with Toxie Reaction. William J. Ford 
Northwestern University Medical School, Chicago, Ill. Quart. Bull. 
Northwestern Univ. M. School 22:125-27, Summer Quarter 1948. 

The Role of Anxiety in Somatic Disease. Maxwell Gitelson, Michael Reese 
Hospital, Chicago, Ill. Ann. Int. Med. 28:289-97. February 1948. 
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12. Miscellaneous 


The Millikan Oximeter in the Recognition and Treatment of Anox- 

emia in Clinical Medicine. Lincoln Godfrey, Harold S. Pond and Francis 

Wood, Hospital of the University of Pennsylvania, Philadelphia, Pa. 
Am. J. M. Se. 216:605-18, December 1948. 

The oximeter consists of a galvanometer and a small earpiece which 
contains an electric bulb, light filters and a photoelectric cell. Ten of the 
16 subjects studied showed no clinical evidence of anoxemia or of any 
disease which might interfere with the oxygenation of the blood. The others 
were regarded as potentially or actually anoxemic as a result of cardiac 
and/or pulmonary diseases. During the basal period of the test (first fif- 
teen minutes), the oximeter is attached to the ear of the resting patient, 
the bulb lit, and the pulse and respiratory rate, blood pressure and circula- 
tion time determined. Then the galvanometer is adjusted to the clinically 
estimated arterial saturation, oxygen is given and galvanometer readings 
recorded every fifteen seconds until no further change occurs. The maxi- 
mum rise, usually reached within five minutes, can be maintained ‘ 
indefinitely. Lastly the oxygen is stopped abruptly and the rate and degree 
of fall in the oximeter reading is recorded. The term oximeter response 
indicates the rise in the galvanometer reading when the patient changes 
from breathing room air to breathing 90 to 97 per cent oxygen. Normal 
oximeter response is defined as a rise of 5 per cent or less. Such a response 
does not rule out anoxemia. It does suggest that oxygen therapy is likely 
to be less beneficial. Increased oximeter response denotes a rise of more 
than 5 per cent and this response indicates anoxemia (arterial oxygen be- 
low 95 per cent when room air is breathed). The oximeter response to 
oxygen therapy is most marked in patients with both cardiac and pulmonary 
disease. The response is moderate in patients with extensive pulmonary 
disease or pulmonary edema secondary to cardiae failure and relatively 
small in patients with acute cardiae infarction. Oximeter responses to low 


concentrations of inspired oxygen were remarkable in some patients. The 
oximeter permits the evaluation of results of oxygen therapy, but it is not 
of much aid in teaching physicians to predict results. The oximeter does 


enable the physician to recognize an anoxemia which might otherwise have 
heen overlooked. 11 references. 4 tables. 4 figures. 


13. Book Reviews 


The Commonsense Psychiatry of Dr. Adolf Meyer. Alfred Lief. Me- 
Graw-Hill Book Co.. Ine.. New York. 1948. 677 pp- $6.50. 

This volume presents the development of Dr. Meyer as a psychiatrist 
and his concepts we know as psychobiology. = brief biogr: aie is by no 
means a dynamic study of the man. Instead, it is part a chronology and 
part an expression of Meyer's opinions and eat struggles. This nar- 
rative portion of the book serves as a background for and transition be- 
tween the groups of original papers. The introduction is a 1921 paper, 
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privately published, which is essentially the keynote of psychobiology 
that man is a living unit, that life is seen as the activity and behavior of 
definite individuals, that “the human organism can never exist without its 
setting in the world,” that the study of life problems always concerns itself 
with the interaction of an individual organism with life situations. The 
emphasis is on the study of integration, not the summation of elemental 
factors. The book reveals Meyer's struggle with old dogma to make these 
notions so self evident and widely accepted today. Adolf Meyer came into 
the field of psychiatry via the door of neurology, neuro-anatomy 
and pathology but he kept in mind and elaborated the idea that there were 
more mental findings in the life record of the patient than in the brains 
of the psychotic patients he was examining at autopsy. His work and 
papers show the widening horizons of his interests and teachings. One gets 
the impression of a determined missionary in his efforts to vitalize the 
state hospitals and to teach psychiatrists to study patients as living fune- 
tioning persons who have a history of development in a social setting. At 
the Phipps Clinic of Johns Hopkins University he had the opportunity to 
focus upon the training of psychiatrists. The presentation is quite readable 
and is highly recommended. Abstracted from a review by Norman Taub, 


WD. 


14. Announcements 


POSTGRADUATE COURSES AT THE UNIVERSITY OF VIENNA 


The Austrian State Tourist Department announces that postgraduate 
courses for physicians and surgeons again are being offered at the Uni- 
versity of Vienna for the first time since the war. These courses were well 
and favorably known before, especially by students of the specialties and 
should now be as good or better. 


The courses available, with their directors, are: 
1. Surgery. Prof. L. Schoenbauer, M.D. and Prof. W. Dank. M.D. 
2. General Medicine. Prof. E. Landa, M.D. and Prof. Fellinger, M.D. 
3. Obstetrics and Gynecology. Prof. T. Antonie, M.D. and Dr. Husslein. 
1. Psychiatry and Neurology. Prof. O. Kauders, M.D. 
5. Skin and Venereal Diseases. Prof. L. Arzt, M.D. and Prof. A. Wied- 
mann, M.D. 
6. Ear. Nose and Throat Diseases. Prof. E. Schlander, M.D. and Prof. 
C. Wisthe, M.D. 
7. Diseases of the Eye. Prof. A. Pillat. M.D. and Prof. K. Linder, M.D. 
Suitable living accommodations are available for overseas doctors de- 
siring to do postgraduate work. Detailed information can be obtained from 
the Austrian State Tourist Department, 48 East 48th Street. New York 17, 
_% A 











Neuritis, lack of appetite, migrating aches, 
lassitude and chronic tatigue, skin eruptions 
all these symptoms may indicate partial or 
minor deficiency in the vitamins of the B 
group. Advanced deficiency may produce 


the less common pellagra or beri-beri. 


B Complex Preparations Armour 


offers full therapeutic value for these 
deficiencies. In the preparation of 
Armour B Complex glanules and 
liquid every precaution is taken 

to insure potency, activity, and 


physiologic balance. 


ARMOUR B COMPLEX PREPARATIONS 
ARMOUR THERAPLUTIC B COMPLEX TABLETS 
Fach tablet contains 

0.6 gram 

10.0 milligrams 
xrams 
rams 
rams 


rams 


ARMOUR B COMPLIX HIGH POTINCY ¢ 


apsulett at lea 


rams 
trams 
me ida At 
an. Available in boxes of 
ARMOUR B COMPLEX CONCINTRATE (LIQUID 

Sect Guid dee ne teast ful) contains at least Have confidence in the preparation 
orice 80 milligram : ” ” 

shteencws you prescribe — specify “Armour 


milligrams 
milligrams 
ntuls three umes lay ° 
bl n 8 oz. bot SFabotatlowtes 


HEADQUARTERS FOR MEDICINALS OF ANIMAL ORIGIN CHICAGO 9, ILLINOIS 








In Chronic Cholecystitis... 

First chemically pure bile acid derivative made available 
for therapy, Council-Accepted since 1932, exhaust- 
ively studied and most favorably reported by hun- 
dreds of investigators, Decholin® remains today a 


Foremost bile acid preparation for use in the medical man- 


agement of chronic cholecystitis. 


The Most Potent Hydrocholeretic, 


Decholin multiplies and frees the flow of thinned liver bile. By thus easing biliary evacuation 
and closely simulating a physiologic drainage of accumulated foreign matter through the hepatic and 
common ducts, Decholin may lessen the epigastric and right upper quadrant discomfort typical of 


chronic cholecystitis, improve the patient’s tolerance for food and reduce the periods of disability. 


Decholin 


dehydrocholic acid 
3%% gr. tablets in bottles of 25, 100, 500, and 1000. 
Decholin Sodium® (sodium dehydrocholate) in 20% 


aqueous solution, ampuls of 3 cc., 5 cc. and 10 ce., 


packages of 3 and 20 ampuls. 


The Fifth Edition of “Decholin in Biliary Tract Dis- 


turbances” is now available upon request 


Seow COMPANY, INC. 


ELKHART. INDIANA | 


na an ili ac 








